JEuropaisches Patentamt 
European Patent Office © Publication number 0 ^309 766 



A2 

Office europeen d s brevets 



0 EUROPEAN PATENT APPLICATION 

® Application number: 88114374.7 ® Int. CI - C07C 147/00 , C07D 295/12 , 

C07C 149/273 , C07D 295/22 

@ Date of filing: 02.09.88 , 

C07C 91/00 , A61K 31/33 , 
A61K 31/195 



® Priority: 29.09,87 JP 244934/87 

® Date of publication of application: 
05.04.89 Bulletin 89/14 

0 Designated Contracting States: 

AT BE CH DE ES FR GB GR IT U LU NL SE 



® Applicant BANYU PHARMACEUTICAL CO., 
LTD. 

2-3, Nlhonbashl Honcho 2-chome 
Chuo-ku Tokyo 103(JP) 

@ Inventor: Morlshlma, Hajime 

1- 1-32-301, Nakameguro Meguro-ku 
Tokyo(JP) 

Inventor: Koike, Yutaka 

2- 10-B-501, Gamokotobuki-cho 
Koshigaya-shi Saitama-ken(JP) 
Inventor: Nakano, Masato 

3- 19-15-A212, Fukuei 
Ichlkawa-shi Chlba-ken(JP) 
Inventor: Atsuuml, Shugo 
3-10-34, Shimomeguro Meguro-ku 
Tokyo(JP) 

inventor: Tanaka, Seiichi 
2-7-4-302-A, Kamimeguro Meguro-ku 
Tokyo(JP) 

Inventor: Matsuyama, KenjI 
485-11. Shikoda 
Kashiwa-shi Chlba-ken(JP) 

0 Representative: Wachtershauser, GUnter, Or. 
Tal 29 

D-8000 Munchen 2(DE) 



< 

CO 
CO 

^( 

o 

CO 

o 

a. 



0 N-acylamino acid derivatives and their use. 



*© An N-acylamino acid derivative of the formula: 
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wherein each of R\ R^. R* and R^ is hydrogen, lower alkyi. cycioalkyl. cyctoaikylaikyl. aryl. aralkyi or a 
monocyclic or bicyclic heterocyclic group containing from 1 to 4 h t ro atoms; each of R^ and R^ is 
hydrogen or lower alkyi; A is -CH(0HHCH2)qR' wherein R' is hydrogen, lower aiky*. cycioalkyl. cyloalkyiai- 
kyl. aryl, aralkyi* a monocyclic or bicyclic heterocyclic group containing from t to 4 hetero atoms or -E-R'" 
wherein E is -S(0)r wherein i Is 0. 1 or 2. oxygen. -NR^'- wherein R'* is hydrogen, kmer aikyi, cycioalkyl. 
cycloalkytalkyl. aryl or aralkyt, or 



wherein each of R'^ and R'^ is hydrogen, lower alkyi. cycioalkyl. cycloalkytalkyl. aryi or aralkyi. and R'= is 
hydrogen, lower alkyi, cycioalkyl. cycloalkylalkyi, aryl. aralkyi or a monocyclic or bicyclic heterocyclic group 
containing from 1 to 4 hetero atoms provided that when R^^ is hydrogen, i is 0, and q is an integer of from 
0 to 5: or -CHj-CHR'-CO-R' wherein R" is hydrogen, lower alkyi, cycioalkyl. cycloalkylalkyi, aryl. aralkyi or 
a monocyclic or bicyclic heterocyclic group containig from 1 to 4 hetero atoms, and R^ is hydroxy!. -OX 
wherein X is aikyl. aryl, lower alkoxycarbonyloxyalkyi or 1-phthalidyl, or -N(Y*)(Y2) wherein each of and 
Y2 is hydrogen, lower alkyi. aryl, aralkyi or cycioalkyl, or Y' and Y^ form together with the adjacent nitrogen 
atom a 5- or 6*membered heterocyclic group which may contain a further hetero atom; m is 0. 1 or 2; and n 
is an integer of from 1 to 5. provided that when R^ is hydrogen, m is 0; or a salt thereof, which is useful as 
hypotensive drugs. 
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N-ACYLAMINO ACID DERIVATIVES AND THEIR USE 
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The present invention relates to N-acylamino acid derivatives or ttieir salts us tul in the pharmaceutical 
field. More particularly, the present invention relates to N-acylamino acid derivatives or their salts which 
have renin inhibiting activities and which are thus expected to be useful as hypotensive drugs. 

A renin-angiotensin system is one of hypertensive systems in the living body, and it is an important 
system for regulating the blood pressure-body fluid electrolyte. Renin is secreted from renal iuxtaglomerular 
cells and enters into the whole body circulation system via the renal vein. In the blood, there exists 
angiotensinogen which is a glycoprotein produced in the liver. Renin reacts on angiotensinogen to form 
angiotensin 1. Most of angiotensin 1 will be converted to angiotensin II by angiotensin !-converting enzym 
which is present in the pulmonary vascular endothelial ceils in one cycle of pulmonary circulation. 
Angiotensin II thus formed directly induces contraction of smooth muscles of peripheral blood vessels and 
thus shows a strong hypertensive activity. It further acts on the adrenal cortex to induce secretion of 
aldosterone, which in turn acts on the renal to facilitate reabsorption of sodium, whereby the effective 
circulatory blood flow increases, the cardiac output increases and the peripheral vascular resistance 
increases so that the blood pressure increases. 

It is known that hypertension will be brought about if this renin-angiotensin system was enhanc d 
abnormally. Typical examples are renal vascular hypertension and malignant hypertension. Further, as a 
rare case, hypertension caused by a renin producing tumor is known. 

For the treatment of the hypertension due to the enhancement of the renin-angiotensin system, 
inhibitors against the angiotensin !-converting enzyme have been studied, developed and subjected to 
clinical tests. However, such inhibitors are suspected to have side effects, since the substrate specificity of 
the angiotensin 1-converting enzyme is broad to some extent and there exist some enzymes similar to the 
angiotensin l-converting enzyme in the living body. On the other hand, it is known that renin has a strict 
substrate specificity. Accordingly, an inhibitor against renin has a strong specificity and can be a supenor 
hypotensive drug. For this reason, the research on renin inhibitors has been very active, and a number of 
renin inhibitors have been proposed. 

However, most of these inhibitors are polypeptides, which are hardly absorbable by oral administration 
and which are susceptible to decomposition by a protease in vivo. Besides, they have high lipophilicity and 
are likely to be readily excreted to bile, whereby the retention of the hypotensive effects can not be 
expected. 

On the other hand. Japanese Unexamined Patent Publication No, 27525a'i986 discloses dipeptides 
represented by the formula: 

I 

CH-OR 

1 3 ' ' 5 

r^-a-ch-conh-r-'-conh-ch-ch-ch,-cor' 



wherein each of R' and R^ which may be the same or different is a -B-R- group wherem 8 is a single bond 
or a straight chain or branched chain lower atkylene group which may have a double bond in the chain, and 
is an aryl group or a heteroaryl group, a C,-Cto alkyi group or a -E-R' group wherein E Is a lower 
alkylene group which may be internjpted by one oxygen atom, and R' is a lower aikoxy group, an aryioxy 
group, an arylthio group, an aralkyloxy group or a nitrogen-containing heterocyctyi group; R^ is an ethylene, 
trimetiiylene or tetramethylene group which may be substituted by a tower alkyl. phenyl or hydroxyl group. 



a -CH- group 



wherein R^ is a nitrogen-containing heterocyclyl-substituted lower alky! group, a Cs-Cig alkyl group, a Cz- 

3 
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Cs alkenyl or Cj-Cs alkynyl group which may be substituted by halogen, or a 

\ / 



wherein each of and R'*' which may be the same or different is a lower alkyi group, or R' and R'*' form 
together with the adjacent carbon atom a Cj-Ct cycloalkyi group; R* is an isopropyl group, a Ca-Ca 
cycloalkyi group or a phenyl group: R^ is a hydroxy! group, a Ci-Cio alkoxy group, an arytoxy group, an 
amino group, a mono- or di-(CTCio alkyOamino group (wherein the aikyi group may have one or two 
substituents which may be the same or different and which are selected from the group consisting of a 
hydroxyl group, a lower alkoxy group, a halogen atom, an ur.substituted or substituted phenyl group, a 
pyridyl group, a Ca-Cg cycloalkyi group, a di(lower alkyl)amino group, a di(hydroxy lower alkyl)amino group 
'5 or a nitrogen-containing heterocyclyt group), a mono or di(C3-C* alkenyl)amino group, a Cj-Cs cycioai- 
kylamino group, an arylamino group, a nitrogen-containing heterocyclylamino group wherein the amino and 
heterocyclyl are linked by N-C, a nitrogen-containing heterocyciyl group wherein the heterocyctyl group is 
linked to a carbonyl group by a nitrogen atom contained in the group, or a -NHR'* group wherein R" is an 
amino group, a C«-C^o aliphatic acylamino group which may be substituted by a hatogen atom, a lower 
alkoxy group, an aryloxy group, an arylacyl group, an aryi group or a Ca-Ct cyctoalkyi group, an 
arylacytamino group, a cinnamoylamino group, a heteroarylacylamino group, a kjwer alkytamino group 
which may be substituted by a hydroxyl group, a lower alkoxy group, a Ci*Cs aliphatic acyloxy group, an 
arylacyloxy group or an aryl group, an arylamino group or a nitrogen<ontaining heterocyclyl group wherein 
the heterocyclyl group is linked to -NH- by a nitrogen atom; R is a hydrogen atom, a Ci-C( afjphatic acyl 
group or an arylacyl group; and A is a single bond, an oxygen atom or a sulfur atom. Further. Japanese 
Unexamined Patent Publication No. 120370/1987 discloses dipeptide derivatives represented by the 
formula: 
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R^-CH--CH-CO-His-NH-CH-CH- ( CH, ) „-CO-Y-R^ 

2 . , , 2 n 

CH-OH . 

I ^ 
CH 

/ \ 
CH^ CHj 
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wherein R^ is a carbamoyl group or a lower alkoxycarbonyl group. His is a L-histidine group, n is 0 or 1 . V 
is -O- or -NH-; and R^ is a C»-C7 straight chain or branched alkyI group. 

The compounds disclosed in the above publications have relatively short peptide chains and are 
therefore expected to have improved absorbability by oral administration. However, because of the short 
peptide chains, their renin-inhibiting activities are poor. 

To reduce the molecular size is the most effective means to improve the absorbability by oral 
administration, to be stable against a protease in vivo and to avoid the rapid excretion to bile. However, 
such a means is likely to lead to a substantial decrease of the renin-mhibiting activities as shown by the 
above publications. 

As a result of years of extensive researches on the peptide derivatives and on the renin-inhibttors. the 
present inventors have found that N-acylamino acid denvatives having a novel structure exhibits strong 
renin-inhibiting activities in spite of their short peptide chains, and yet they have excellent absorbability by 
oral administration. The present invention is based on this discovery. 

The present invention provides an N*acylamino acid derivative of the formula: 

55 1 III 

R -SCO-tCH-^H-CO-N-CH-CO-N-CH-CH-A (I) 

I4 I5 t 
R^ OH 
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wh rein each of H\ R2. R* and R« which may be the same or different is a hydrogen atonn. a substituted or 
unsubstituted lower aikyi group, a substituted or unsubstituted cycioaikyi group, a substituted or unsub- 
stituted cycloalkylalkyi group, a substituted or unsubstituted aryl group, a substituted or unsubstituted 
aralkyi group or a substituted or unsubstituted monocyclic or bicyclic heterocyclic group containing from i 
to 4 hetero atoms selected from the group consisting of nitrogen, sulfur and oxyg n atoms; 
each of and R* which may be the same or different is a hydrogen atom or a tower alkyi group; 

A is a •CH(OH) f CHs "J— qR^ wherein R' is a hydrogen atom, a substituted or unsubstituted lower 

aikyI group, a substituted or unsubstituted cycioaikyi group, a substituted or unsubstituted cyioalkylalkyi 
group, a substituted or unsubstituted aryl group, a substituted or unsubstituted aralkyi group, a substituted 
or unsubstituted monocyclic or bicyclic heterocyclic group containing from 1 to 4 hetero atoms selected 
from the group consisting of nitrogen, sulfur and oxygen atoms or a -E-R^° group wherein E is a -S(0)r 
group wherein i is 0, 1 or 2. an oxygen atom, a -NR^'- group wherein R^^ is a hydrogen atom, a substituted 
or unsubstituted lower alkyI group, a substituted or unsubstituted cycioaikyi group, a substituted or 
unsubstituted cycloalkylalkyi group, a substituted or unsubstituted aryl group or a substituted or unsub- 
stituted aralkyi group, or a 
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group wherein each of R'^ and R^^ which may be ttie same or different is a hydrogen atom, a substituted or 
unsubstituted lower alkyI group, a substituted or unsubstituted cycioaikyi group, a substituted or unsub- 
stituted cycloalkylalkyi group, a substituted or unsubstituted aryl group or a substituted or unsubstituted 
aralkyi group, and R^° is a hydrogen atom, a substituted or unsubstituted lower alkyI group, a substituted or 
unsubstituted cycioaikyi group, a substituted or unsubstitijted cycloalkylalkyi group, a substituted or 
unsubstituted aryl group, a substituted or unsubstituted aralkyi group or a monocyclic or bicyclic 
heterocyclic group containing from 1 to 4 hetero atoms selected from ttie group consisting of nitrogen, 
sulfur and oxygen atoms, provided that when R^o is a hydrogen atom, i is 0, and q is an integer of from 0 to 
5; or a •CH2-CHR«-C0-R' group wherein R« is a hydrogen atom, a substituted or unsubstituted lower alkyi 
group, a substituted or unsubstituted cycioaikyi group, a substituted or unsubstituted cycloalkylalkyi group, 
a substituted or unsubstituted aryl group, a substituted or unsubstituted aralkyi group or a substituted or 
unsubstituted monocyclic or bicyclic heterocyclic group containig from 1 to 4 hetero atoms selected from 
the group consisting of nitrogen, surfur and oxygen atoms, and R^ is a hydroxyl group, a -OX group 
wherein X is a substituted or unsubstituted alkyI group, a substituted or unsubstituted aryl group, a lower 
aikoxycarbonyloxyalkyi group or a l-phthalidyl group, or a •NIY'jiY') group wherein each of r and which 
may be the same or different is a hydrogen atom, a substituted or unsubstituted lower alkyt group, a 
40 substituted or unsubstituted aryl group, a substituted or unsubstituted aralkyi group or a substituted or 
unsubstituted cycioaikyi group, or Y" and Y^ form together with the adjacent nitrogen atom a 5- or 6- 
membered heterocyclic group which may contain a further hetero atom selected from tiie group consisting 
of nitrogen, oxygen and sulfur atoms; 
m is 0, 1 or 2: and 
45 n is an integer of from 1 to 5. 

provided that when R^ is a hydrogen atom, m is 0: or a salt thereof. 

The present invention also provides a hypotensive drug comprising an effective amount of an N- 
acylamino acid derivative of the formula I or its pharmaceutical ly acceptable salt and a pharmaceutically 
acceptable carrier. 

50 The N-acyiamino acid derivative of the formula I can be prepared by a process which comprises 
condensing an N-acylamino acid of the formula: 

1 II 
55 R-^-S(0)-=4CH--)-CH-C0-N-CH-C00H (II) 

in 2 n , 
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wherein R*. R^. R^, R*. m and n are as defined above, or a reactiv derivative at the carboxyl group thereof 
with an amine of the formula: 

5 I 

hn-ch-ch-a (iii) 

oh 

10 

wherein R^ R< and A are as defined above, or condensing a carboxyllc acid of the formula: 

r2 

1 I 

'5 R -S(0)^H24^CH-CCX)H (IV) 



wherein R', R^. m and n are as defined above, or a reactive derivative at the carboxyl group thereof with an 
20 amino acid amide of the formula: 

r2 r6 

I I 

HN-CH-CO-N-CH-CH-A ( V ) 

R* R^ OH 



wherein R', R*. R^ R' and A are as defined above. 

Further, the present invention provides novel intermediates represented by the following formulas A and 
B which are useful for the production of the compound of the formula I: 

r2 



25 "^^'m'^"2^n 



R--S { 0 ) CH^-HCH-R-^^ ( A ) 



wherein each of R' and R^ which may be the same or different is a hydrogen atom, a substituted or 
unsubstituted lower alkyi group, a substituted or unsubstituted cycloalkyi group, a substituted or unsub- 
40 stituted cycloalkylalkyi group, a substituted or unsubstituted aryt group, a substituted or unsubstituted 
aralkyi group or a substituted or unsubstituted monocyclic or bicyclic heterocyclic group containing from 1 
to 4 hetero atoms selected from the group consisting of nitrogen, sulfur and oxygen atoms: R'* is a 
carboxyl group, a reactive oenvative of a carboxyl group or a protected carboxyl group: m is 0. 1 or 2: and 
n is an integer of from 1 to 5: orovtded that when R^ is a hydrogen atom, m is 0. 

R« OrISq^IT 

15 ' ' ' 7 
R-^^-N-CH— CH— CH- (CH.4- R ( B ) 

50 



wherein R^ is a hydrogen atom or a lower alkyI group; R* is a hydrogen atom, a substituted or 
unsubstituted lower alkyi group, a substituted or unsubstituted cycloalkyi group, a substituted or unsub* 
55 stituted cycloalkylalkyi group, a substituted or unsubstituted aryl group, a substituted or unsubstituted 
aralkyi group or a substituted or unsubstituted monocyclic or bicyclic heterocyclic group containing from 1 
to 4 hetero atoms selected from the group consisting of nitrogen, sulfur and oxygen atoms: R' is a 
hydrog n atom, a substituted or unsubstitut d lower aikyi group, a substituted or unsubstituted cycloalkyi 
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group a substituted or unsubstituted cycloalkylalkyi group, a substituted or unsubstrtuted aryl group a 
substituted or unsubstituted aralkyi group, a substituted or unsubstituted monocyclic or bicyclic heterocyclic 
group containing from 1 to 4 hetero atoms selected from the group consisting of nitrogen, sulfur and 
oxygen atoms or a -E-R" group, wherein E is a •S(0)rgroup wherein i is 0, 1 or 2. an oxygen atom, a 
-NR"-group wherein R" is a hydrogen atom, a substituted or unsubstituted lower alkyi group, a substituted 
or unsubstituted cycloalkyi group, a substituted or unsubstituted cycloalkylalkyi group, a substtuted or 
unsubstituted aryl group or a substituted or unsubstituted aralkyi group, or 



wherein each of R^^ and R^^ which may be the same or different is a hydrogen atom, a substituted or 
unsubstituted lower alkyi group, a substituted or unsubstituted cycloaikyl group, a substituted or unsub- 
stituted cycloalkylaikyi group, a substituted or unsubstituted aryl group or a substituted or unsubstituted 
aralkyi group, and is a hydrogen atom, a substituted or unsubstituted lower alky( group, a substitut d or 
unsubstituted cycloaikyl group, a substituted or unsubstituted cycloalkylalkyi group, a substituted or 
unsubstituted aryl group, a substituted or unsubstituted aralkyi group or a monocyclic or bicyclic 
heterocyclic group containing from 1 to 4 hetero atoms selected from the group consisting of nitrogen, 
sulfur and oxygen atoms, provided that when Ri° is a hydrogen atom, i is 0; R^^ is a hydrogen atom or a 
protecting group for an amino group, each of R'« and R^' which may be the same or different is a 
hydrogen atom or a protecting group for a hydroxyl group; and q is an Integer of from 0 to 5. 

Now, the present invention will be described in detail with reference to the preferred embodiments. 

In the accompanying drawing. Figure 1 is a graph showing the hypotensive activities of the compound 
of the present invention as administered to monkeys in Test Example 3 given hereinafter. 

Firstly, the definitions of various terms referred to in this specification and some specific examples 
falling within such terms will be given. 

The substituted or unsubstituted lower alkyi group may be a straight chain or branched lower alkyi 
group having from 1 to 6 carbon atoms such as a methyl group, an ethyl group, a propyl group, an 
isopropyl group, a butyl group, an isobutyl group, a sec-butyl group, a tert-butyl group, a pentyl group, a 
neopentyl group, an isopentyl group, a hexyl group or an isohexyl group, which is unsubstituted or 
substituted by a halogen atom such as a chlorine atom, a fluorine atom or a bromine atom; a hydroxyl 
group; a lower alkoxy group such as a methoxy group, an ethoxy group, a propoxy group, an tsopropoxy 
group, a butoxy group, an Isobutoxy group, a sec-butoxy group or a tert-butoxy group; an aryloxy group 
such as a phenoxy group, a i-naphthyloxy group or a 2-naphthyloxy group: an aralkyloxy group such as a 
benzyloxy group, a phenetyloxy group, a 1-naphthytmethyloxy group or a 2-naphthylmethyloxy group: an 
amino group; a mono- or di-lower alkylamino group such as a methylamino group, an ethylamino group, a 
propylamine group, an isopropylamino group, a butytamino group, a sec-butytamino group, an 
isobutylamino group, a tert-butylamino group, a dimethylamino group or a diethylamino group; an arylamino 
group such as a phenylamino group, a 1 -naphthylamino group or a 2-naphthylamino group; an aralkylamino 
group such as a benzylamino group, a phenetylamino group, a 1 -naphthylmethylamino group or a 2- 
naphthylmethylamino group; a carboxyi group; a formyl group: a lower alkoxycarbonyl group such as a 
methoxycarbonyl group, an ethoxycarbonyl group, a propoxycarbonyl group, an isopropoxycarbonyl group, 
a butoxycarbonyl group, a sec-butoxycarbonyl group, an isobutoxycarbonyi group or a tert-butoxycarbonyl 
group; an aryloxy carbonyl group such as a phenoxycarbonyl group, a 1 -naphthyloxycarbonyl group or a 2- 
naphthyloxycarbonyl group; an aralkyloxycarbonyl group such as a benzyloxycarbonyl group, a phenetylox- 
ycarbonyl group, a 1 -naphthylmethyloxycarbonyl group or a 2-naphthylmethyloxycarbonyl group; a mer- 
capto group: a lower alkylthto group such as a methytthio group, an ethylthio group, a propylthio group, an 
isopropytthio group, a butylthio group, a sec-butylthio group, an isobutylthio group or a tert-butylthio group; 
an arytthio group such as a phenylthio group, a l-naphthylthio group or a 2-naphthylthio group: an 
aralkylthio group such as a benzylthio group, a phenetylthio group, a 1-naphthylmethylthio group or a 2- 
naphthylmethylthio group; an arylsulfinyl group such as a phenylsulfiny! group, a l-naphthylsulfmyl group or 
a 2-naphthylsulfinyl group: an aralkylsulfinyl group such as a benzylsulfinyl group, a phenetylsulfinyl group, 
a 1-naphthylmethylsulfinyl group or a 2-naphthylmethylsulfioyl group: a lower alkyisulfonyt group such as a 
mesyl group, an ethylsulfonyl group, a propyisulfonyl group, an isopropylsulfonyl group, a butylsulfonyl 
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group, an isobutylsulfonyl group, a sec-butyisulfonyl group or a teit-butylsulfonyl group; an arylsulfonyl 
group such as a phenyisulfonyl group, a 1 -naphthylsulfonyl group or a 2-naphthyt8utfonyl group; an 
araikyisulfonyl group such as a benzylsultonyl group, a phenetyisulfonyl group, a i-naphmytmethylsulfonyi 
group or a 2-naphthylmethylsulfonyl group; or a h terocyclic group such as a pyrrolyl group, a furyl group, 
a thienyl group, a pyridyl group, an imidazolyl group, a pyrazolyl group, a thiarolyl group, an isothiazoly* 
group, an isoxazolyl group, an oxazoiyi group, a pyrazinyl group, a pyrimidinyl group, a pyridaziny! group, 
an indolyl group, a quinolyl group, an isoquinolyl group, a phthaiazinyl group, a naphthidinyl group, a 
quinoxalinyl group, a quinazolinyl group, a 1 .4-benzodioxanyl group, a 1 .3-benzodioxanyl group, a 1.2.3- 
triazolyl group, a i ,3,4-triazolyl group, a 1 .3.4-thiadiazolyl group, a i ,2.3-thiadiazolyl group, a tetrazolyl 
group, a tetrahydrofuranyl group, a tetrahydrothienyl group, a pyrrolidinyi group, an imidazolidinyl group, a 
2-imidazolinyl group, a morpholinyl group, a morpholino group, a morpholine N-oxide group, a tower alkyi 
morpholino group such as an N-methylmorphoIino group, an N-ethylmorphoiino group or an N*propylmor- 
pholino group, a piperazinyl group, a piperir^ino group, a piperidinyl group, a thiomorpholino group or 
athiomorpholinyl group. 

The substituted or unsubstituted cycloalkylalkyi group may be a cycloalkyialkyi group having from 4 to 
10 carbon atoms such as a cyciopropylmethyl group, a cyclobutylmethyl group, a cyclopentylmethyi group, 
a cyclohexylmethyl group. 1-cyclopropylethyl group, a 2-cyclopropylethyl group, a 1-cyclobutylethyl group, 
a 2-cyciobutylethyl group, a 1-cyciopentylethyl group, a 2-cyciopentylethyl group, a i-cyciohexylethyl 
group, a 3-cyclohexylpropyl group, a 3-cyciopentylpropyl group, a 4-cyclohexylbutyl group or a 4- 
cyclopentylbutyl group, which is unsubstituted or substituted by a halogen atom such as a chlorine atom, a 
fluorine atom or a bromine atom; a hydroxy! group; a lower alkyl group such as a methyl group, an ethyl 
group, a propyl group, an isopropyl group, a butyl group, an tsobutyl group, a sec*butyt group or a tert-butyl 
group; a tower alkoxy group such as a methoxy group, an ethoxy group, a propoxy group, an isopropoxy 
group, a butoxy group, an isobutoxy group, a sec-butoxy group or a tert-butoxy group: an aryloxy group 
such as a phenoxy group, a 1-naphthyloxy group or a 2-naphthyloxy group: an aralkyloxy group such as a 
benzyloxy group, a phenetyloxy group, a 1-naphthytmethyloxy group or a 2-naphthylmettiytoxy group: an 
amino group; a mono* or dt-lower alkytamtno group such as a methylamino group, an ethylamino group, a 
propylamine group, an isopropytamino group, a butylamino group, a sec*butylamino group, an 
isobutylamino group, a tert-butylamino group, a dimethylamino group or a diethylamino group: an arylamino 
group such as a phenytamino group, a 1 -naphthylamino group or a 2-naphthylamino group: an aralkylamino 
group such as a benzytamino group, a phenetytamino group, a i-naphthylmethylamino group or a 2- 
naphthylmethylamino group; a carboxyl group; a formyl group: a lower alkoxycartjonyl group such as a 
methoxycarbonyl group, an ethoxycarbonyl group, a propoxycarbonyl group, an isopropoxycarbonyl group, 
a butoxycarbonyl group, a sec-butoxycarbonyl group, an tsobutoxycarbonyl group or a tert-butoxycarbonyi 
group: an aryloxy carbonyl group such as a phenoxycarbonyl group, a i-naphthyloxycart)onyl group or a 2- 
naphthyloxycarbonyi group; an aralkyloxycarbonyl group such as a benzyloxycarbonyl group, a phenetyiox- 
ycarbonyl group, a i-naphthylmethyloxycarbonyt group or a 2-naphthylmethyloxycarbonyl group: a mer- 
capto group: a lower alkylthio group such as a methylthio group, an ethylthto group, a propylthio group, an 
isopropylthio group, a butylthio group, a sec-butylthio group, an isobutylthio group or a tert-butylthio group: 
an arytthio group such as a phenytthto group, a i-naphthylthio group or a 2-naphthyithio group: an 
aralkylthio group such as a benzylthio group, a phenetyithio group, a 1 -naphthylmethylthio group or a 2- 
naphthylmethytthio group; an arylsulfinyl group such as a phenyisulfinyt group, a l-naphthylsulfrnyl group or 
a 2-naphthylsutfinyl group; an aralkylsulfinyl group such as a benzyisulftnyl group, a phenetylsulfinyl group, 
a 1-naphthylmethylsulfinyl group or a 2-naphthylmethytsutfinyl group: a lower atkylsulfonyl group such as a 
mesyl group, an ethylsutfonyl group, a propylsulfonyi group, an isopropylsulfonyl group, a butyisulfonyl 
group, an isobutylsulfonyl group, a sec-butylsulfonyl group or a tert*butylsulfonyt group: an arylsulfonyl 
group such as a phenyisulfonyl group, a 1 •naphthylsulfonyl group or a 2-naphthytsulfonyl group: an 
araikyisulfonyl group such as a benzylsulfonyl group, a phenetyisulfonyl group, a l-naphthylmethylsulfonyl 
group or a 2-naphthylmethylsulfonyl group; or a heterocyclic group such as a pyrrolyl group, a furyi group, 
a thienyl group, a pyridyl group, an imidazolyl group, a pyrazolyl group, a thiazolyl group, an isothiazolyl 
group, an isoxazolyl group, an oxazoiyi group, a pyrazinyl group, a pyrimidinyl group, a pyhdazinyl group, 
an indolyl group, a quinolyl group, an isoquinolyl group, a phthaiazinyl group, a naphthidinyl group, a 
quinoxalinyl group, a quinazolinyl group, a 1 ,4*benzodioxanyi group, a i .3-benzodioxanyl group, a 1.2.3* 
triazoiyi group, a 1 ,3.4*triazolyl group, a 1 , 3.4-thiadiazolyl group, a i.2.3-thiadiazolyi group, a tetrazolyt- 
group, a tetrahydrofuranyl group, a tetrahydrothienyl group, a pyrrolidinyi group, an imidazolidinyl group, a 
2-imidazolinyl group, 3 morpholinyl group, a morpholino group, a moroholine N-oxid group, a tower alkyl 
morpholino group such as an N*methylmorpholino group, an N-ethytn*crphoHno group or an N-propytmor- 
pholino group, a piperazinyl group, a ptperidino group, a piperidinyl group, a thiomorpholino group or a 
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miomorpholinyl group. 

The substituted or unsubstituted cycloalkyi group may be a cycloaikyl group having from 3 to 6 carbon 
atoms such as a cyciopropyl group, a cyclobutyi group, a cyclopentyl group or a cyclohexyl group, which is 
unsubstituted or substituted by a halogen atom such as a chlorin atom, a fluorine atom or a bromine atom: 

5 a hydroxyl group; a lower alkyi group such as a methyl group, an ethyl group, a propyl group, an isopropyl 
group, a butyl group, an isobutyl group, a sec-butyl group or a tert-butyl group; a lower alkoxy group such 
as a methoxy group, an ethoxy group, a propoxy group, an isopropoxy group, a butoxy group, an isobutoxy 
group, a sec-butoxy group or a tert-butoxy group; an aryloxy group such as a phenoxy group, a 1- 
naphthyloxy group or a 2-naphthyloxy group; an araikyloxy group such as a benzyloxy group, a 

10 phenetyloxy group, a 1-naphthylmethyioxy group or a 2-naphthylmethyloxy group; an amino group; a mono- 
or di-lower alkylamino group such as a methyiamino group, an ethylamino group, a propylamine group, an 
isopropylamino group, a butylamino group, a soc-butylamino group, an isobutylamino group, a tert- 
butylamino group, a dimethylamino group or a diethylamino group; an arylamino group such as a 
phenylamino group, a 1 -naphthylamino group or a 2-naphthytamino group; an araikylamino group such as a 

/5 benzylamino group, a phenetylamino group, a l-naphthylmethylamino group or a 2-naphthylmethylamino 
group; a carboxyl group; a formyl group; a lower alkoxycarbonyl group such as a methoxycarbonyl group, 
an ethoxycarbonyl group, a propoxycarbonyl group, an isopropoxycarbonyl group, a butoxycarbonyl group, 
a sec-butoxycarbonyt group, an isobutoxycarbonyl group or a tert-butoxycarbonyl group; an aryloxy 
carbonyl group such as a phenoxycarbonyl group, a 1-naphthyloxycarbonyl group or a 2-naphthyloxycar- 

20 bonyl group; an aralkyloxycarbonyl group such as a benzyloxycarbonyl group, a phenetyloxycarbonyi 
group, a 1 -naphthylmethyloxycarbonyl group or a 2-naphthylmethyloxycarbonyl group; a mercapto group; a 
lower alkylthio group such as a methylthio group, an ethylthio group, a propylthio group, an isopropyithio 
group, a butylthio group, a sec-butylthio group, an isobutylthio group or a tert-butylthio group; an arylthio 
group such as a phenylthio group, a l-naphthylthio group or a 2-naphthylthio group; an aralkytthio group 

25 such as a benzylthio group, a phenetylthio group, a l-naphthylmethylthio group or a 2-naphthylmethytthio 
group; an arylsulfinyl group such as a phenylsutfinyl group, a 1 -naphthylsulfinyl group or a 2-naphthylsul- 
finyl group: an aralkylsulfinyl group such as a benzylsulfinyl group, a phenetylsulfinyl group, a i- 
naphthylmethylsulfinyl group or a 2-naphthylmethylsulfinyl group; a lower alkylsulfonyl group such as a 
mesyl group, an ethylsulfonyl group, a propylsulfonyl group, an isopropylsulfonyl group, a butylsulfonyl 

30 group, an isobutylsuifonyl group, a sec-buty!sulfonyl group or a tert-butylsultonyl group; an arylsulfonyl 
group such as a phenylsutfonyl group, a 1 -naphthylsulfonyl group or a 2-naphthylsulfonyl group; an 
aralkylsulfonyi group such as a benzylsutfonyl group, a phenetylsulfonyl group, a 1*naphthylmethylsulfonyl 
group or a 2-naphthytmethylsulfonyl group; or a heterocyclic group such as a pyrrolyl group, a furyl group, 
a thienyl group, a pyridyl group, an imidazolyl group, a pyrazolyl group, a thiazolyl group, an isothiazolyi 

35 group, an isoxazoiyl group, an oxazolyl group, a pyrazinyl group, a pyrimidinyl group, a pyridazinyl group, 
an indolyl group, a quinolyl group, an isoquinolyl group, a phthalazinyl group, a naphthidinyl group, a 
quinoxalinyl group, a quinazolinyt group, a 1 .4-ben20dioxanyl group, a 1 .3-ben20dioxanyl group, a 1,2,3- 
triazoiyl group, a 1 .3.4-tria20lyl group, a l .3,4-thiadia20lyl group, a 1 ,2.3-thiadta20lyl group, a tetrazolyl 
group, a tetrahydrofuranyl group, a telrahydrothienyl group, a pyrrolidinyl group, an imidazolidinyl group, a 

40 2-imtda20linyl group, a morpholinyl group, a morpholino group, a morpholine N-oxide group, a lower alkyI 
morpholino group such as an N-methylmorpholino group, an N-ethylmorpholino group or an N-propylmor- 
pholino group, a piperazinyl group, a piperidino group, a piperidinyl group, a thiomorphotino group or a 
thiomorphoiinyl group. 

The substituted or unsubstituted aryl group may be an aryl group having from 6 to 15 carbon atoms 
45 such as a phenyl group, a biphenylyl group, a l-naphthyl group or a 2-naphthyl group, which is 
unsubstituted or substituted by a halogen atom such as a chlorine atom, a fluorine atom or a bromine atom; 
a nitro group: a hydroxyl group; a lower alkyt group such as a methyl group, an ethyl group, a propyl group, 
an isopropyl group, a butyl group, an isobutyl group, a sec-butyl group or a tert-butyl group; a lower alkoxy 
group such as a methoxy group, an ethoxy group, a propoxy group, an isopropoxy group, a butoxy group, 
50 an Isobutoxy group, a sec-outoxy group or a tert-butoxy group; an aryloxy group such as a phenoxy gr up, 
a 1 -naphthyloxy group or a 2-naphthyloxy group; an araikyloxy group such as a benzyloxy group, a 
phenetyloxy group, a i -naphthylmethytoxy group or a 2-naphthylmethytoxy group; an amino group; a mono- 
or di-lower alkytamino group such as a methyiamino group, an ethylamino group, a propylamine group, an 
isopropylamino group, a butylamino group, a sec-butytamino group, an isobutylamino group, a tert- 
55 butylamino group, a dimethylamino group or a diethylamino group; an arylamino group such as a 
phenylamino group, a i -naphthylamino group or a 2-naphthylamino group; an araikylamino group such as a 
benzylamino group, a phenetylamino group, a l-naphthylmethylamino group or a 2-naphthylmethylamino 
group; a carboxyl group: a formyl group; a lower alkoxycarbonyl group such as a methoxycarbonyl group. 
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an ethoxycarbonyi group, a propoxycarbonyl group, an isopropoxycarbonyl group, a butoxycarbonyl group, 
a sec-butoxycarbonyl group, an isobutoxycarbonyl group or a tert-butoxycarbonyl group: an aryloxy 
carbonyl group such as a phenoxycarbonyl group, a 1-naphthyloxycarbonyl group or a 2-naphthyloxycar- 
bony! group; an aralkyloxycarbonyl group such as a benzyloxycarbonyl group, a phenetyloxycartoonyl 
group, a i-naphthylmethyloxycarbonyi group or a 2*naphthy!methyloxycarbonyl group: a n^ercapto group: a 
lower alkylthio group such as a m thyithio group, an ethylthio group, a propytthio group, an isopropyithio 
group, a butytthio group, a sec-butylthio group, an isobutytthio group or a tert-butytthio group; an arytthi 
group such as a phenylthio group, a 1-naphthylthio group or a 2-naphthylthio group; an aralkytthio group 
such as a benzyrthio group, a phenetylthio group, a 1-naphthylmethylthio group or a 2-naphthylmethylthio 
group; an arylsulfinyl group such as a phenylsulfinyl group, a Vnaphthylsutfinyl group or a 2-naphthylsui- 
finyi group; an aralkylsulfinyl group such as a benzylsulfinyl group, a phenatytsulfinyl group, a 1- 
naphthylmethylsutfinyl group or a 2-naphthytmethyt8ulfinyt group: a lower alkylsutfonyl group such as a 
mesyl group, an ethytsultonyl group, a propylsulfonyl group, an isopropylsulfonyl group, a butylsulfonyi 
group, an isobutylsulfonyl group, a sec-butylsuffonyl group or a tert-butyisulfonyl group: an arylsulfonyi 
group such as a phenylsuifonyl group, a 1-naphthylsulfonyl group or a 2-naphthylsulfonyi group: an 
aralkylsulfonyi group such as a benzyisutfonyl group, a phenetylsulfonyl group, a i-naphthylmethylsulfonyl 
group or a 2-naphthylmethylsulfonyl group; or a heterocyclic group such as a pyn-olyl group, a furyl group, 
a thienyl group, a pyridyl group, an imidazolyl group, a pyrazolyl group, a thiazotyl group, an isothiazoiyl 
group, an isoxazolyl group, an oxazolyl group, a pyrazinyl group, a pyrinnidinyi group, a pyridazinyl group, 
an indolyl group, a quinotyl group, an isoquinolyl group, a phthalazinyl group, a naphthidinyt group, a 
quinoxalinyl group, a quinazolinyl group, a 1 ,4-benzodioxanyt group, a 1 .3-benzodtoxanyl group, a 1.2.3- 
triazolyl group, a 1 ,3.4-triazotyl group, a 1 ,3.4-thiadiazotyf group, a t.2.3*thiadiazolyl group, a tetrazolyl 
group, a tetrahydrofuranyl group, a tetrahydrothienyl group, a pyrrolidinyl group, an imidazotidinyl group, a 
2-tmidazolinyl group, a morphoiinyl group, a morpholino group, a morpholine N-oxide group, a lower alkyi 
morpholino group such as an N-methylmorpholino group, an N-ethylmorpholino group or an N-propylmor- 
pholino group, a pjperazinyl group, a piperidtno group, a piperidinyl group, a thiomorpholtno group or a 
thiomorpholinyl group. 

The substituted or unsubstituted aralkyi group may be an aralkyi group having from 7 to 15 carbon 
atoms such as a benzyl group, a l-naphthylmethyl group, a 2-naphthylmethyl group, a 5.6,7.8-tetrahydro-i- 
naphthyl group, a 5,6.7,8-tetrahydro-2-naphthyl group, a phenetyl group, a 3-phenyipropyi group or a 4- 
phenylbutyl group, which is unsubstituted or substituted by a halogen atom such as a chtonne atom, a 
fluorine atom or a bromine atom: a nitro group: a hydroxyl group; a tower alkyi group such as a methyt 
group, an ethyl group, a propyl group, an isopropyl group, a butyl group, an isobutyi group, a sec*butyi 
group or a tert-butyl group: a lower alkoxy group such as a methoxy group, an ethoxy group, a propoxy 
group, an isopropoxy group, a butoxy group, an isobutoxy group, a sec-butoxy group or a tert-butoxy group; 
an aryloxy group such as a phenoxy group, a l-naphthyioxy group or a 2-naphthyioxy group: an araikyioxy 
group such as a benzyloxy group, a phenetyloxy group, a 1-naphthylmethyloxy group or a 2-naphthyl- 
methyloxy group; an amino group: a mono- or di-iower alkyiamino group such as a methyiamino group, an 
ethyiamino group, a propylamine group, an isopropytamtno group, a butyiamtno group, a sec-butyiammo 
group, an isobutylamino group, a tert-butylamino group, a dimethylamino group or a diethylammo group; an 
arylamino group such as a phenylamino group, a 1-naphthylamino group or a 2-naohthylamino group; an 
aralkylamino group such as a benzylamino group, a phenetyiamino group, a i-naphthyimethyiamino group 
or a 2-naphthylmethylamino group: a carboxyl group; a formyl group: a lower alkoxycarbonyt group such as 
a methoxycarbonyl group, an ethoxycart>onyt group, a propoxycarbonyl group, an isopropoxycarbonyl 
group, a butoxycarbonyl group, a sec-butoxycarbonyl group, an isobutoxycarbonyl group or a tert- 
butoxycarbonyl group; an aryloxy carbonyl group such as a phenoxycarbonyl group, a i-naphthyioxycar< 
bonyl group or a 2*naphthyloxycart>onyl group; an aralkyloxycarbonyl group such as a benzyloxycarbonyl 
group, a phenetyloxycartx)nyi group, a 1 •naphthylmethytoxycart)onyt group or a 2-naphthyimethyioxycar- 
bonyl group: a mercapto group; a lower alkylthio group such as a methylthio group, an ethylthio group, a 
propylthio group, an isopropyithio group, a butylthio group, a sec-butyithio group, an isobutyithio group or a 
tert-butylthio group; an arytthio group such as a phenylthio group, a l-naphthytthio group or a 2-napnthyithio 
group: an araJkyKhio group such as a benzylthio group, a phenetylthio group, a l-naphthyimethyithto group 
or a 2-naphthylmethylthio group; an arylsulfinyl group such as phenylsulfinyl group, a i-naphthyisutfinyl 
group or a 2-naphthylsutftnyl group; an aralkylsulfinyl group such as a benzylsulfinyl group, a pnenetyisui- 
finyl group, a 1*naphthylmethylsulftnyl group or a 2-naphthytmethylsulfinyl group: a tower alkytsulfonyt 
group such as a mesyl group, an ethylsulfonyi group, a propytsutfonyl group, an isopropylsulf nyl group, a 
butylsulfonyi group, an isobutylsulfonyl group, a sec-butylsutfonyt group or a tert-butytsutfonyi group: an 
arylsulfonyi gr up such as a phenylsuifonyl group, a 1-naphthylsulfonyl group or a 2-naphthylsulfonyl group: 
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an aralkylsulfonyl group such as a benzylsutfonyl group, a phenetylsutfonyl group, a i^aphthylmethy^u^- 
fonyl group or a a-naphthytm thylsulfonyl group: or a heterocyclic group such as a pyrrolyl group, a fun^l 
group a thienyl group, a pyridyl group, an imidazolyl group, a pyrawiyl group, a ^^'^^^^'V 9;^°;;P;^ ^" 
Tsothiazolyl group, an isoxazolyi group, an oxazolyl group, a pyrazinyl group, a pynmidmy group, a 
pyridazinyl group, an indoiyi group, a quinolyl group, an isoquinolyl group, a phthalazinyl group, a 
naphthidinyl group, a quinoxalinyl group, a quinazolinyi group, a 1 ,4.benzodioxanyl group, a i>b«nzod^^^^^^ 
any! group a 1 .2.3.triazolyl group, a 1 .3.4-triazolyl group, a 1 .3>thiadiazoiyl group, a 1 .2.3-thiadiazolyl 
group a tetrazolyl group, a tetrahydrofuranyl group, a tetrahydrothienyl group, a pyrrolidinyl group, an 
imidazoiidinyl group, a 2.imidazolinyl group, a morphotinyl group, a morpholino group, a morpholrn N- 
oxide group, a lower alkyi morpholino group such as an N-methylmorpholino group, an N-ethylmorphohno 
group or an N-propyimorpholino group, a ptperazinyl group, a piperidino group, a pipendinyl group, a 
thiomorpholino group or a thiomorpholinyl group. 

The substituted or unsubstituted monocyclic or bicyclic heterocyclic group containing from i to 4. 
hetero atoms selected from the group consisting of nitrogen, sulfur and oxygen atoms, may be a 
heterocyclic group such as a pyrrolyl group, a furyl group, a thienyl group, a pyridyl group, an .m.dazolyl 
group a pyrazolyl group, a thiazolyl group, an isothiazolyl group, an isoxazolyi group, an oxazolyl group, a 
pyrazinyl group, a pyrimidinyl group, a pyridazinyl group, an indolyt group, a quinolyl group, an .soqu.nolyl 
qroup. a phthalazinyl group, a naphthidinyl group, a quinoxalinyl group, a quinazolinyi group, a M- 
benzodioxanyl group, a 1 .S-benzodioxanyi group, a 1 .2.3-triazolyl group, a 1 ,3.4.triazolyl group, a 1,3,4- 
thiadiazolyl group, a 1 , 2.3-thiadiazolyl group, a tetrazolyl group, a tetrahydrofuranyl group, a 
tetrahydrothienyl group, a pyrrolidinyl group, an imidazoiidinyl group, a 2-imidazolinyl group, a morphol.nyl 
group a morpholino group, a piperizine N-oxide group, a piperazine N-oxide group, a morpholme N^^xide 
group a lower alkyl morpholino group such as an N-methylmorphotino group, an N-ethylmorpholmo group 
or an N-propylmorpholino group, a piperazinyl group, a piperidino group, a piperidinyi group, a thiomor- 
pholino group or a thiomorpholinyl group, which is unsubstituted or substituted by a halogen atom such as 
a chlorine atom, a fluorine atom or a bromine atom: a nitro group: a hydroxyi group: a lower alkyl group 
such as a methyl group, an ethyl group, a propyl group, an isopropyl group, a butyl group, an isobutyl 
group a sec-butyl group or a tert-butyl group: a triphenylmethyl group; a lower alkoxy group such as a 
methoxy group, an ethoxy group, a propoxy group, an isopropoxy group, a butoxy group, an isobutoxy 
group, a sec-butoxy group or a tert-butoxy group: an aryloxy group such as a phenoxy group, a i- 
naphthyloxy group or a 2-naphthyloxy group; an aralkyloxy group such as a benzyloxy group, a 
phenetyloxy group, a 1-naphthylmethyloxy group or a 2-naphthylmethyloxy group; an amino group; a mono- 
or di-iower alkylamino group such as a methytamino group, an ethylamino group, a propylamine group, an 
isopropylamino group, a butylamino group, a sec-butylamino group, an isobutylamino group, a tert- 
butylamino group, a dimethylamino group or a diethylamino group: an arylamino group such as a 
phenylamtno group, a l-naphthyiamino group or a 2-naphthylamino group: an aralkylamino group such as a 
benzylamino group, a phenetylamino group, a i -naphthylmethylamino group or a 2-naphthylmethylamino 
group: a carboxyl group: a formyl group: a lower alkoxycarbonyl group such as a methoxycarbonyl group, 
an ethoxycarbonyl group, a propoxycarbonyl group, an isopropoxycarbonyl group, a butoxycarbonyl group, 
a sec-butoxycarbonyl group, an isobutoxycarbonyi group or a tert-butoxy carbony I group; an aryloxy 
carbonyl group such as a phenoxycarbonyl group, a 1 -naphthyloxycarbonyl group or a 2-naphthyloxycar- 
bonyl group: an aralkyloxycarbonyl group such as a benzyloxycarbonyl group, a phenetyloxycarbonyl 
group, a l -naphthylmethyloxycarbonyl group or a 2-naphthylmethyloxycarbonyl group: a mercapto group: a 
lower alkylthio group such as a methylthio group, an ethylthio group, a propylthio group, an isopropylthio 
group, a butylthio group, a sec-butylthio group, an isobutylthio group or a tert-butylthio group: an arylthio 
group' such as a phenylthio group, a i-naphthylthio group or a 2-naphthylthio group: an aralkylthio group 
such as a benzylthio group, a phenetylthio group, a l -naphthylmethylthio group or a 2-naphthylmethylthio 
group: an arylsulfinyl group such as a phenylsulfinyl group, a 1-naphthylsulfinyl group or a 2-naphthylsul- 
finyl group: an aralkylsulfinyl group such as a benzylsulfinyl group, a phenetylsulfinyl group, a 1- 
naphthylmethylsulfinyl group or a 2.naphthylmethylsulfinyl group: a lower alkylsulfonyl group such as a 
mesyl group, an ethylsulfonyl group, a propylsulfonyl group, an isopropytsulfonyl group, a butylsulfonyl 
group, an isobutylsulfonyl group, a sec-butylsulfonyl group or a tert-butylsulfonyl group: an arylsulfonyl 
group such as a phenylsulfonyl group, a 1-naphthylsulfonyl group or a 2-naphthylsulfonyl group: or an 
aralkylsulfonyl group such as a benzyisulfonyl group, a phenetylsulfonyt group, a 1-naphthylmethylsulfonyl 
group or a 2-naphthylmethy!sulfonyl group. 

In the -N(Y^)(Y2) group, when and form together with the adjacent nitrogen atom a 5- or 6- 
membered heterocyclic group which may contain a further hetero atom selected from the group consisting 
of nitrogen, oxygen and sulfur atoms, such a heterocyclic group may be. for example, a morpholino group. 
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a thiomorpholino group, a piperidino group, a pyrrolidinyl group or a piperazinyl group. 

The lower alkoxycarbonyloxyaikyi group may be a lower alkyloxycarbonylaikyJ group having from 3 to 9 
carbon atoms such as a methoxycarbonytoxymethyl group, an ethoxycarbonyloxymethyl group, a propox- 
ycarbonyloxymethyl group, an isopropoxycarbonyloxymethyl group, a butoxycartwnyloxymethyl group, a 
tert-butoxycarbonyloxymethyl group, a l-methoxycarbonyloxyethyl group, a 2-methoxycarbonyloxyethyl 
group, a 1 -ethoxycarbonyioxy thyl group, a 2-eth xycarbonyloxyethyl group, a 1 -tert-butoxycarbonylox- 
yethyl group, a 2-tert-butoxycarbonyloxyethyl group, a i-butoxycarbonyloxyethyl group, a i-pentylcar- 
bonyloxyethyl group or a 1-hexylcarbonyloxyethyi group. 

In the compound of the formula I of the present invention, the asymmetric carbon atoms may have R- 
configuration. S-configuration or RS-configuration. 

The salt of the compound of the present invention may t>e any pharmaceutically acceptable non-toxic 
salt. For example, it may be a salt with anion such as CI®. F®. Br® or I® with an inorganic acid such as 
hydrochloric acid, sulfuric acid, hydrobromic acid, hydriodic acid or phosphoric acid, or a salt with an 
organic acid such as oxalic acid, maleic acid, acetic acid, formic acid or tartaric acid. 

Representative compounds of the present invention are listed in Tables A and B. wherein Et means 
ethyl. Vt isopropyl, "Bu n-butyl. *Bu isobutyl, *Bu tert-butyl. Tri triphenylmethyl. Z benzytoxycarbonyl and 
Nap-CHs-l-naphthylmethyl, and each of A. B. C. D and E indicates the steric configuration (R, S or RS). 
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10 



Now. the proc ss for the preparation of the compound of the formula I of the present invention will be 
d scribed. ' 

fn the following formulas, R^, R3, R*. RS, R«. m, n and A are as d fined at)0v . and T is a leaving 
group. 

Basically, the N-acylamino acid derivative of the formula t of the present invention can be prepared by 
condensing an N-acylamino acid of the formula: 

1 ' ' 

R-^-S(0)--4CH-4t.CH-C0-N-CH-C00H (II) 

r4 

or a reactive derivative at the carboxyl group thereof with an amine of the formula: 

rS 

I 

20 hn-ch-ch-a (iii) 

r' oh 

2s or condensing a carboxylic acid of the formula: 

R -S ( 0 ) —f CH- f-CH-COOH { IV ) 

m ^ n 

30 

or a reactive derivative at the carboxyl group thereof with an amino acid amide of the fornnula: 
.3 „6 



35 



40 



J5 



50 



I 1 

HN-CH-CO-N-CH-CK-A i V ) 

I4 I5 I 
R R^ OH 

The condensation of the compounds of the formulas I! and III or the condensation of the compounds of 
the formulas IV and V can be conducted by a usual method for the synthesis of a peptide, such as an azide 
method, an active ester method, a mixed acid anhydride method, a carbodiimide method, an imidazole 
method, a dtphenylphosphoryl azide method, a Woodward method or condensation method tn an oxidation 
and reduction system. 

When a functional group which may adversely affect the condensation reaction, such as an ammo 
group, or a carboxyl group, is present, such a functional group may be protected and then condensed, and 
the protecting group is then removed to obtain the compound of the present invention. Such a condensation 
method, protection of a functional group and removal of the functional group are disclosed in aetail. for 
example, in "Basic for the Peptide Synthesis and Experiments" edited by Nobuo Izumiya et ai. Maruzen 
n985). -Protein Chemistry r edited by Shiro Akabon et al. Kyoritsu Shuppan (1969). or "Chemistry of the 
Ammo Acids" edited by J.P. Greenstein and M. Winitz. John Wiley & Sons. Inc. (i96i). 

The compound of the formula II can be prepared by the process shown by reaction scheme I. 
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Reaction scheme 1 

1. Step of alkylation or arylation 



CH2(C02R)2 



i 



R^-CH{C02R)2 



(1) 



(2) 



20 



25 



2. Step of saponification 



OH 



R^-CH 



V /CO2H 



3, Step of condensation 



CO2R 



(3) 



R^ R^. 
I I 

NH-CH-CO2R' 



RO-C-CH-C-N-CH-CO-R ' 
0 R^ 



(4) 



40 



4. Step of increasing 
carbon atoms 



R^ R-' 

I I 

' II I4 ' 

0 R^ 



(5) 



55 
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5. Step of reduction 



r2 b3 



HO(CH- ) „-CH-C-N-CH-CO-R ' 
0 



(6) 



10 



75 



20 



25 



30 



Step of bonding a 
leaving group 



2 «3 



T- ( CH^ ) ^-CH-C-N-CH-CO-.R ' 

2 n ..I 2 



0 



I 



7. Step of thioetherif ication 

r2 r3 

1 ' • 

R"*"-S- (CH^ ) „-CH-C-N-CH-CO-R ' 

II I4 ^ 
0 R^ 



(7) 



R-'-'SH 



(8) 



8. Step of oxidation 



JO 



R-^-S- ( CH- ) „-CH-C-N-CH-CO,R ' 
II ^ " ^ 

(0)m 0 R 



Step of removing a 
protecting group 



(9) 



(II) 



To a dialkyi malonate. a halide such as l-{chloromethyl)naphtha)ene is reacted at room temperature in a 
solvent such as tetrahydrofuran in the presence of a base such as sodium hydride to obtain a compound of 
the formula 2. which is then subjected to a saponification reaction at room temperature in ethanol by means 

50 of e.g. potassium hydroxide or sodium hydroxide to obtain a half ester of the formula 3. if this hydroiytic 
reaction is conducted by means of an enzyme such as esterase or lipase, or an Insolubilized enzyme 
thereof, it is possible to obtain an optically active half ester of the formula 3. 

The compound of the formula 3 is condensed with an amino acid having a protected carboxyt group by 
the above-mentioned usual method for the peptide synthesis, to obtain a compound of the formula 4. As a 

55 pr ferred embodiment, a tert-butyl ester of an ammo acid and the compound of the f rmuia 3 are 
condensed at room temperature in dimethylfonrtamide by m ans of N.N -dicyclohexylcarbodiimide in the 
presence of Vhydroxybenzotriazote. Depending upon the purpose, the compound of the formula 4 is 
subj ct d to an xtensi n of th carbon chain, for example, by the method shown by reaction scheme 2. 
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Reaction scheme 2 



R'^ R-^ 
I 1 

(4) — ^ HO2C-CH-C-N-CH-CO2R' 



(10) 



V* 



0 R^ 

II I 



R- 

I 



N2HC-C-CH-C-N-CH-CO2R • 



(11) 



20 



R" 

I I 

RO2C-CH2-CH-C-N-CH-CO2R ' 



(12) 



The compound of the formuia 4 has two ester moieties. By dtfferenciating the types of the ester 
moieties, it is possible to convert only one of the ester moieties to a carboxylic acid group. For example, by 
selecting an ethyl group for R and a tert-butyl group for R'. It Is possible to hydrolyze only the ethyl ester 
moiety by saponification with an alkali. The resulting carboxylic acid compound of the formuia iO may b 
converted to an acid anhydride or to an acid halide by a usual method and then reacted with a 
diazomethane to obtain a diazoketone compound of the formula 1 1 , which is then reacted with a silver 
compound such as silver benzoate or silver oxide dissolved in triethylamine. in a lower alkanol such as 
methanol or ethanol to obtain a compound of the formula 12 having the carbon number increased by one. 
By repeating this reaction, it is possible to obtain a compound of the formula 5 having various carbon 
numbers. The compound of the formula 5 has two ester moieties. By differenciating the types of the ster 
moieties, it is possible to reduce only one of the ester moieties. For example, by using an ethyl group for R 
and a tert-butyl group for r'. it is possible to obtain the desired compound of the formula 6 by the reduction 
with sodium borohydride in ethanol at room temperature. To facilitate the thtoetherification. the hydroxy! 
group formed by the reduction of the ester of the compound of the formula 5 is converted to an excellent 
leaving group shown by T such as a tosyloxy group, a mesyloxy group or a halogen. This step can readily 
be conducted by reacting p-toluene sulfony! chloride to the compound of the formula 6 at room temperature 
in the presence of a base such as pyridine. Then, the compound of the formula 7 and a thiol compound are 
reacted usually at room temperature in the presence of a base such as sodium hydride in a solvent such as 
dimethylformamide to obtain a compound of the formula 8. The oxidation of the compound of the formula 8 
can be conducted by a usual method, for example, with a manganese compound, chromic acid, a lead 
compound, a halogen, hydrogen peroxide, an organic per acid, an inorganic nitrogen compound or an 
organic compound such as dimethytsulfoxide. By selecting the oxidizing agent or reaction conditions, a 
sulfoxide compound (compound wherein m = l) and a sulfone compound (compound wherein m = 2) can 
be prepared, respectively. For example, when a compound of the formula 8 is oxidized at room temperature 
by means of an aqueous hydrogen peroxide solution in a solvent such as methanol by using sodium 
tungstate as a catalyst, a sulfonic compound (compound wherein m = 2) can be obtained. By removing the 
protecting group from the compound of the formula 9 by a method suitable for the removal of the particular 
protecting group, compound of the formula II can be obtained. 

Further, the steric chemistry on the carbon to which R^ is bonded, can be freely controlled by utilizing 
the Sharpless oxidation reaction, for example, by a method represented by Reaction scheme 3. 
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Reaction scheme 3 




0 
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r2 

I 

NH-CH-CO-R* 

I* 



OR' (i9) 



0 

15 

i 

(6) 

20 

In the above formulas. R^, R*. R' and n are as defined above, and P' and represent hydroxy I- 
protecting groups. 

An allyiic alcohol of the formula 13 is subjected to asymmetric epoxidation in accordance with the 
25 method disclosed by A. Pfenninger in "Synthesis" p80-116 (1986). Then, the hydroxy! group is protected 
by a hydroxyl-protecting group P^. and then the epoxy ring is selectively opened by a Grignard reagent. 
Then. P2 is removed. Then, oxidation is conducted by e.g. sodium periodate to obtain a carboxylic acid, 
which is then condensed with an amino acid having a protected carboxylic acid by a usual method for 
peptide synthesis such as a. dicyclohexylcarbodiimide method. Then, the hydroxy-protecting group P' is 
30 removed to obtain the compound of the fonnula 6 having the desired steric coodination. The hydroxyl- 
protecting group P' is preferably a benzyl group, and P^ is preferably a tert-butyldimethylsilyl group. 
Further, the synthesis can be conducted stereoselectivly also by the following Reaction scheme 4. 
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Reaction scheme 4 



5 



10 



15 




(20) 



(21) 



20 



25 



30 




(22) 



(23) 



wherein R\ R^. m and n are as defined above, and D is an optically active amine. 

A compound of the formula 20 obtained by reacting a fatty acid having a mercapto group at the 
terminal with R'-X wherein X is a halogen such as bromine, is converted to a mixed acid anhydride by 
using e.g. pivaloyi chloride and then condensed with an optically active compound such as (4R.5SM- 
methyl-5-phenyl-2-oxa20lidinone in the presence of e.g. n-butyl lithium. Then. fl^-X wherein X is a halogen 
such as bromine is reacted thereto by using a base such as lithium diisopropytamide to stereospecificalty 
introduce the R^ group. Then, if necessary, after an addition of hydrogen peroxide, the product is 
hydrolyzed with an alkali to obtain a compound of the formula 23. If necessary, by using a suitable oxidizing 
agent such as hydrogen peroxiae. a sulfoxide compound (a compound wherein m is i) or sulfonic 
compound (compound wherein m is 2) can be obtained. The optically active compound of the formula D 
may be recovered and again used for the reaction. 

Some of the compounds of the formula II can also be prepared by a process shown by Reaction 
scheme 5. 



50 



55 
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Reaction scheme 5 



W 
I 

0 

I 

(CH^)n 
I ^ 

0 



Step of 

Horner-Emmon's 
reaction 



(r 



-CHO 



20 



R'^ 

I 

CH 



25 



W -0- { CH^ ) ^-C-COjE t 



Step of 
reduction 



(2'.) 



35 



CH- 



Step of 
removing a 
protecting 
group 



-dlH-COjEt 



,2* 



(3' ) 



50 



CH- 



HO-{CH.)„-CH-CO-Et 
^ n 2 



(4' 
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4. Stsc of bonding 
a leaving group 



i 

I 

CH- 

1 ^ 

T-(CH2) -CH-COjEt 



5. Step of 

thioetherif ication 



(S- ) 



I 

CH- 

1 I ^ 

R -S-(CH2)jj-CH-C02Et 



6. Step of 
oxidation 



2' 
R'' 

I 

CH. 



(6-) 



R -S-(CH-)„-CH-CO,Et 
„ 2 n 2 

.{0)m 



7. Step of 

saponification 



R* 

I 

CH, 



(7' ) 



OH 



R -S-(CH-,)„-CH-CO-,H 

2 n 2 3 



II 

{0)m 



8. Step of 

condensation 



(8- ) 



r 

HN-CH-COjR' 



R 

I 

CH 



2' 



1 I 

R -S-(CH-)„-CH-<t-N-CH-CO,R' 
J R^ 

9. Step of removing a 

protecting group (ll) 



(9' ) 



in the above formulas, R* is a substituent of wherein the l-position is methylene group, such as a 
naphthylmethyl group. A Homer-Emmon*s reagent of the formula 1 and an aldehyd ar reacted usually at 
room temperature pref rably under an inert gas stream such as argon or nitrogen in a solvent which does 
not adversely affect th reaction, such as tetrahydrofuran or dimethylformamide. if necessary, by an 
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10 



;5 



addition of an alkali metal or alkaline earth metal haiide such as lithium chloride, lithium bromide or 
magnesium bromide and by a further addition of a base e.g. a tertiary amine such as diazabicyctoun- 
decene. triethylamine or diisopropylethylamine or an alkali metai haiide. hydroxide, aicoholate or aikyi 
compound such as sodium hydride, sodium hydroxide, sodium ethoxide or butyl lithium, to obtain a 
compound of the formula 2. The hydroxyl-protecting group w' may be a commonly employed hydroxyl- 
protecting group such as a tetrahydropyranyl group, a trityl group or a benzyl group, but preferably is a 
tetrahydropyranyl group. As th. Homer-Emmon's reagent, any reagent equivalent to the compound of the 
formula l' may be employed. The compound of the formula 2 is catalytically reduced under atmosphenc 
pressure or elevated pressure in the presence of a metal catalyst such as palladium black, palladium- 
carbon or platinum oxide to obtain a compound of the fonnula Z, followed by the removal of the protective 
group to obtain a compound of the formula 4 . Steps 4. 5 and 6 can be conducted in the same manner as 
Steps 6, 7 and 8, respectively, of Reaction scheme 1. The saponification of Step 7 can be conducted in a 
usual manner, for example, saponification with an alkali such as sodium hydroxide in a solvent mixture of 
water and a lower alkanol, to obtain a compound of the fonnuta s'. The condensation of Step 8 can be 
conducted in the same manner as Step 3 in Reaction scheme 1. Then, the removal of the protective group 
is conducted to obtain a compound of the formula II. 

The compound of the formula H can be prepared by a process shown by Reaction scheme 6 in the 
case of a compound wherein A is 

OH 

! 7 
2 q 



25 



Reaction scheme 6 



R^ R^ OH 

IS ' r'^-ICH-) -MgX 18 I I 7 

R-^^ -N-CH-CH-CHO i-£ > R-^^-N-CH-CH-CH- (CH- ) -R 

I I - II ^ ^ 

R^ OR-^3 OR^^ 

(24) (25) 



removal of a protective group ^ (iii) 



In the above formulas. R=^ is an amino-protecting group, and R'^. is a hydroxyl-protecting group. The 
compound of the formula 24 can be prepared by a method disclosed in J. Med. Chem.. Vol. 30, p.976-982 
(1987). The compound of the formula 24 is reacted with R'-(CH2)q-MgX wherein X is chlorine or bromin . 
and R' is as defined above in a solvent such as dry tetrahydrofuran at a temperature of from -78 C to 
45 room temperature, to obtain a compound of the formula 25. By removing the protective group, a compound 
of the formula 111 can be otstained. 

Some of the compounds can also be prepared by a process shown by Reaction scheme 7. 



50 



55 
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Reaction scheme 7 

rS 

18 ' 
R -N-CH-CH-CH=CH- 



R^ OR 
(26) 



19 



.18 



R' 
I 



0 
/\ 



R* " -N-CH-CH-CH-CH. 



OR 



19 



(27) 



R^ OH 



B ,18 I 



> R^ -N-CH-CH-CH-CH--B 

'5 ' 19 
R^ OR-^ 3 

(28) 

removal of a protective group^ ^^^^^ 



The compound of the formula 26 is a starting material for the preparation of the compound of the 
formula 24, and the method for the preparation thereof is also disclosed in J. Med. Chem.. Vol 30, p.976- 
982 (1987). The compound of the formula 26 is reacted with an oxidizing agent such as m-chioro 
perbenzoic acid at room temperature in a solvent such as methylene chloride to obtain a compound of the 
formula 27, which is then reacted with a nucleophilic reagent B such as a thiol compound to obtain a 
compound of the formula 28. By the removal of a protecting group, a compound of the formula 3 can b 
obtained. 

Some of the compounds of the formula III can be prepared stereospecifically by utilizing the 
asymmetric center of a saccharide by a process as shown by Reaction scheme 8. 



30 



EP 0 309 766 A2 



Reaction scheme 8 




OH 




(40) 

in the above formulas. R* corresponds to R* except ttiat it is shorter than R« by one methylene, and 
P', P2 and are hydroxy-protecting groups, and G represents an amine compound. 

The starting material 1,2:5,6-diisopropylidene-c»-D-allonjranose can- readily be prepared from a D- 
glucose by a method disclosed by J.D. Stevens in "Methods in Carbohydrate Chemistry", Vol. VI. p.l23 
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(1972). After protecting th hydroxy! group at the 3-position by P'. only the 5.6-isopropyliden was 
selectively removed by means of e.g. acetic acid. Then, by means of a suitable oxidizing agent such as 
sodium periodate. the product is converted to an aldehyde. Then, a desired side chain is introduced by 
Wrttig r action. If n cessary. th ol fin is reduced by m ans of .g. Ran y nickel. Th 1 ^-isopropylidene is 
removed by treatment with an acid in a lower alcohol, and at the same time, the hydroxyl group at the i- 
position is protected by P^. Further, the hydroxyl group at the 2-position is protected by P^. and then the 
hydroxyl'protecting group P^ at the imposition is removed. An amine compound G such as morpholine is 
added, and the amino aJkylation reaction is conducted by means of a metal hydride complex compound 
such as sodium cyano borohydride. Then, the free hydroxyl group at the 4-position is stereoinversibly 
converted to an azide group by means of diphenylphospholyl azide in the presence of suitable azide- 
forming agents, preferably triphenylphosphine and diethyl azodicarboxylate. This azide group is reduced to 
an amino group in a usual manner. Then, the hydroxyl-protecting groups P' and P^ are removed. Thus, 
some of the compounds of the formula 111 can be stereospecifically prepared. A benzyl group may be 
mentioned as a preferred example for the hydroxyl-protecting group P^ or P^. and a methyl group may be 
mentioned as a preferred example for the hydroxyl. protecting group P^. 

Further, as shown by a typical example in Reaction scheme 9. such a stereospecific synthesis can b 
conducted by the above Sharpless asymmetric epoxidation reaction by using an optically inactive com- 
pound as the starting material. 
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Reaction scheme 9 



OH Sharpless 
oxidation 




(41) 



OH 



(42) 



OP' 



0>' 0 - 



(43) 



OP"" 



OH 
(44) 



OP"' 




OP 
(45) 



OP' 




OH 



In the above formulas. , T. 8. P*. and P^ are as defined above. 

1 .4-Pentadien-3-ol of the formula 41 prepared from vinyl magnesium bromide and methyl format . is 
subjected to the above-mentioned Sharpless asymmetric epoxidation reaction to obtain an epoxy compound 
of the formula 42. After protecting the hydroxy! group by P'. the epoxy ring is selectively opened by means 
of a Grignard reagent MgX, and the side chain is introduced. After protecting the formed hydroxyl group 
by P^, a hydroxyl group is stereoselectively introduced by an oxidizing agent such as osmium tetraoxid to 



33 



EP 0 309 766 A2 



obtain a compound of the formula 46. A leaving group such as a tosyl group or a mesyl group is bonded to 
the primary hydroxyl group, followed by treatment with an alkali such as potassium carbonate, whereby an 
epoxy compound of the formula 48 can be stereospecifically obtained. This compound of the formula 46 
can also be prepared by removing the hydroxyl-protecting group P' of the compound of the formula 45. 
followed by the above sharpless asymmetric epoxidation reaction and against protecting the hydroxyl group 
by P^ A nucleophilic reagent B such as a thiol compound or an amine compound is reacted to the 
compound of the formula 46. and the formed hydroxyl group is protected by P^. and the hydroxyl-protecting 
group P^ is removed to obtain a compound of the formula 51. A compound of the formula III can be 
stereospecifically prepared from the compound of the formula 51 in the same manner as shown by th 
process steps 37—38—39—40 as shown in Reaction Scheme 8. 
Further, the compound of the formula III wherein A is 



r8 0 

I II 



-CHj-CH-C-R 



can be prepared by the process shown by Reaction scheme 10. 



Reaction scheme 10 



(EtO)2P-CH-C02Et 





(24) 



R 



6 



R 



8 



CH-CH-CHsC-COjH 




(54) 




(S3) 



— ^ R^^-N-CH-CH-CHj-CH-i-R^ 




removal of a 



protecting group ^ (jjj) 




The compound of the formula 24 Is reacted with the Horner-Emmon's reagent 
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or8 

It t 

{EtO)2P-CH-C02Et 

5 

preferably in an inert gas stream such as argon or nitrogen in a solv nt which does not adversely affect the 
reaction, such as tetrahydrofuran or dimethylformamide, if necessary by an addition of an alkali metal or 
alkaline earth metal halide such as lithium chloride, lithium bromide or magnesium bromide and further by 
an addition of a base, for example, a tertiary amine such as diazabicycloundecene, triethylamine or 
diisopropylethylamine or an alkali metal hydride, hydroxide, alcoholate or alkyi compound such as sodium 
hydride, sodium hydroxide, sodium ethoxide or butyl lithium, usually at room temperature, to obtain a 
compound of the formula 53. The Homer-Emmon's reagent may be any reagent so long as it is equivalent 
to 

0 

II I 

(EtO)2P-CH-C02Et. 



25 



35 



The ester of the compound of the formula 53 is hydrolyzed at room temperature with sodium hydroxide or 
potassium hydroxide in e.g. a solvent mixture of a lower alkanol and water to obtain a carboxylic acid of the 
formula 54. Then, this carboxylic acid is converted to a reactive derivative such as a halide, an acid 
anhydride, an active ester or an azide by a usual method and then reacted with an amine compound or an 
alcohol compound to obtain a compound of the fomnula 55. In this condensation step, any one of the above 
peptide syntheses can be employed. In a prefered embodiment, the compound of the formula 54 is 
dissolved in an anhydrous solvent such as dimethylformamide. and triethylamine, diphenylphospholyl azide 
and an alkylamine were added at a low temperature at a level of -20* C to conduct a reaction at room 
temperature to obtain a compound of the formula 55. The compound of the formula 55 is cataiytically 
reduced in the presence of e.g. palladium black, palladium-carbon or platinum oxide under atmosph ric 
pressure or elevated pressure to obtain a compound of the formula 56. Then, the protecting group is 
removed to obtain a compound of the formula 111. Depending upon the type of the protecting group, the step 
of this catalytic reduction and the step of removal of the protecting group can be conducted simultaneously. 

The compound of the formula IV can be prepared in the same manner as in Reaction scheme 1 except 
that the condensation step 3 is omitted. Namely, the compound of the formula 3 is converted to 

CO.R 

2 / 
R -CH, 



\ 



CO^R' 



and the subsequent steps are the same as the steps 4-5-^—7-8^ to obtain a compound of the formula 
IV. 

The compound of the formula V can readily be obtained by condensing an amino-protecting amino acid 
and the compound of the formula 111 in accordance with a usual method for the peptide synthesis, followed 
by removal of the protecting group. 

When the compound of the present invention is to be used as a medicine, it may be administered by 
itself, but it is usually administered as a mixture with a carrier suitably selected depending upon the route 
for administration and standard formulations. For example, for oral administration, the compound of the 
present invention may be administered in the form of tablets which may be prepared by adding to a powd r 
of the active ingredient of the present invention an excipient such as starch, lactose, sucrose, glucose, 
crystalline cellulose, calcium carbonate or kaolin, a binder such as a starch solution, a gelatin solution, a 
hydroxypropyl cellulose, a glucose solution, a sucrose solution, water or ethanol, a disintegrator such as 
starch, agar, gelatin powder, carboxymethyl cellulose calcium (CMC-Ca). carboxymethyl cellulose sodium 
(CMC-Na). crystalline cellulose, calcium carbonate or sodium hydrogencarbonate. or a lubricant such as 
magnesium stearate, calcium stearate. talc, macrogoal 4.000. macrogoai 6,000 or stearic acid, subjecting 
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the mixtur to compression molding by a conventional tabletting method, and if necessary, applying a sugar 
coating by means of a concentrated sugar solution containing e.g. gum arabic. talc, polyvinyl pyrrolidone. 
polyethylene glycol and/'or titanium oxide, applying a film coating by means of a film-forming agent 
composed of e.g. polyvinyl acetal, diethylaminoacetate. cellules acetate. N.N-dibutylaminohydroxypropyl 

5 ether, hydroxypropylmethyl cellulose, hydroxypropyl cellulose, ethyl cellulose or polyvinyl pyrrolidone, or 
applying an enteric coating by means of a film-fomning agent composed of e.g. ethyl cellulose phthalate 
cerac, cellulose acetate phthalate or hydroxypropylmethyl cellulose phthalate: granules or fine granules 
which may be prepared by adding to the active ingredient of the present invention a binder such as starch, 
gelatin, gum arable, methyl cellulose, sodium carboxymethyl cellulose, heavy silicic anhydride or light silicic 

10 anhydride, followed by kneading and granulation by usual methods: a powder of the active ingredient of the 
present invention by itself: or capsules which may be prepared by adding to the active ingredient of the 
present invention an excipient such as lactose, starch or crystalline cellulose and/or a lubricant such as 
magnesium stearate, calcium stearate or talc, and filling the mixture into capsules. For non-oral administra- 
tion, an injection formulation may be used wherein an emulsifying agent such as propylene glycol. 

15 polyethylene glycol or a vegetable oil such as olive oil. or a solubilization agent such as sodium benzoate. 
sodium salicylate. N-hydroxyethyllactamide. calcium o-saccharide. mannitol. nicotic acid amide or cyclodex- 
trin, is suitably used. 

Further, to such formulations, other medicinal substances may be incorporated. Such medicinal 
substances include, for example, acetazolamtde. amitoride, chlorothiazide, furosemide. timolol, propranolol. 
20 cetamolol. clonidine, methytdopa. minoxydil. hydralazine, captopril, ptvalopril, enatapril. lidinopril, verapamil, 
nifedipine, nicardipine, felodipine. nimodtpine and diltiazem. 

An advantageous formulation contains from at>out 0.1 mg to 500 mg of the compound of the present 
invention. A preferred range of a daily dose for oral administration is from about 0.1 mg/kg to 500 mg/kg. 
and such a daily dose may be administered at once or in three times a day. For non-oral administration, it 
25 is preferred to administer the compound of the present invention in an amount of from about O.V mg/kg to 
10 mg/kg per day at once. The dose may be increased or reduced by a doctor's prescription depending 
upon e.g. the sex and diseased condition of the patient. 

Now, the present invention will be described in further detail with reference to the Test Example for 
renin inhibiting activities of the compounds of the present invention and Working Examples. 

30 

TEST EXAMPLE 1 : Renin inhibiting, activities 

To 156 LLl of a 0.2M sodium phosphate buffer solution (pH7.4). 40 u.1 of a solution mixture of 34mM 8- 
35 hydroxyquinoline and lOOmM disodium ethytenediamine tetraacetate. 4 ul of dimethyl sulfoxide or a 
dimethyl sulfoxide solution of an inhibitor and 200 ut of human plasma were added and reacted at 37 * C for 
one hour. Then, pepstatin was added thereto to terminate the reaction, and the amount of the resulting 
angiotension i was measured by radio immunoassay whereby the inhibiting activity was determined. The 
50% inhibition concentrations (\Cso values) of the compounds of the present invention are shown below. 



45 
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Table 1 



Tested Compounds 



ICsolM) 



Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 
Compound of 



Example 1 
ExampI 2 
Example 4 
Example 5 
Example 6 
Example 7 
Example 8 
Example 10 
Example 11 
Example 12 
Example 13 
Example 1 5 
Example 16 
Example 19 
Example 21 
Example 31 
Example 35 
Example 36 
Example 38 
Example 40 
Example 41 
Example 42 
Example 44 



5.0x10-^0 
1.7 X 10-'° 
9.6x10-^° 

1.4 X 10-^ 
1.6x10-« 
8.3xlO-'C 

1.5 X 10-5 
2.0x 10-« 

3.1 X 10-5 
9,7 X 10-5 
1.9 X 10-5 
5.0 X 10-'*' 
3.4 X 10-5 
8.3 X 10-5 
8.9 X 10-5 

4.2 X 10-5 
5.9 X 10-5 

2.7 X 10-5 
5.9 X 10-5 

5.3 X 10-5 
1.7x10-5 

3.6 X 10-5 

3.8 X 10-5 



Table 1 (continued) 



Tested Compounds 


ICso(M) 


Compound of Example 47 
Compound of Example 49(A) 
Compound of Example 51(B) 
Compound of Example 52 
Compound of Example 56 


2.3 X 10-5 
6.1 X 10-5 
2.0 X 10-5 
3.0 X 10-5 
2.0 X 10-5 



From the above results, it is evident that the compounds of the present invention have remarkably 
strong inhibiting activities against human plasma renin. 



"^EST EXAMPLE 2: Absorption test by oral administration 

10 mg/kg of the compound of Example 16 was orally administered to rats (n = 4), whereupon the 
concentration of the compound in the plasma was measured. The concentration in the plasma was 
calculated by the inhibiting activities against human plasma renin. The results are shown in Table 2. 

Table 2 



Time (hrs.) 


1/12 


1/6 


1/4 


1/2 


1 


2 


4 


8 


24 


Concentration of the compound of Example 16 (ng/ml) 


89 


136 


212 


267 


183 


85 


34 


12 


7 



It is evident from Table 2 that the compound of the present invention is efficiently absorbed by oral 
administration and shows a continual concentration in blood. 
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TEST EXAMPLE 3: Hypotensive activities in monkeys 

Th hypotensive activities wer measured in accordance with a method disclosed in J. Cardiovascular 
Pharmacology. Vol. 7, (Suppl. 4) S58 - S61 (1985). Namely. 30 mg/kg of furosemido (diuretic) was 
5 intracutaneousiy injected to three marmosets i.e. small size monkeys to produce a high renin active state. 
To these marmosets. 30 mg/kg of the compound of Example 16 was orally administered, whereupon the 
hypotensive activities were measured. The results are shown in Figure 1 . 

It Is evident from Figure 1 that the compound of the present invention exhibits hypotensive activities by 
the oral administration. Thus, the compound of the present invention has properties useful as a medicine, 
ro Now, the present invention will be described in further detail with reference to Examples. However, it 
should be understood that the present invention is by no means restricted to such specific Examples. 



EXAMPLE 1 

IS 

(2RS,4S.5S)-5-{L-N-[(2R or S)-3-ethylsulfonyl'2-<l'naphthylmethyl)propionyl]norleucyl>amino*2'ethyl-4* 
hydroxy'7-methyloctanoic acid isobutylamide 

20 

(1) Ethyl (l-naphthylmethyl)malonate 

(a) Into a reactor, 1 g of sodium hydride (60% in oil) was introduced and washed a few times with dry 
n-hexane. Then, it was dried in dry argon to dry powder, and then 10 ml of dry tetrahydrofuran (hereinafter 

25 referred to simply as THF) was promptly added thereto and the reactor was sealed under an argon stream. 
While cooling the reaction solution with ice, A2 ml of diethyl malonate was dropwise added. Generation of 
hydrogen started, but ended upon completion of the dropwise addition, whereby a uniform transparent 
reaction solution was obtained. The reaction solution was retumed to room temperature, then stirred for 15 
minutes and again cooled with ice. To this reaction solution, a solution of 4.86 g of i-(chloromethyl)- 

30 naphthalene in 5 ml of dry THF was dropwise added. The mixture was returned to room temperature and 
stirred overnight. 

Then, the reaction solution was diluted with 200 ml of ethyl acetate and washed with 100 ml of water 
and then with 100 ml of a saturated sodium chloride aqueous solution. The organic layer was separated, 
dried over anhydrous magnesium sulfate and concentrated under reduced pressure. The syrup thereby 
35 obtained was purified by silica gel column chromatography (n-hexane'ethyi acetate = iO/l) to obtain 5.61 g 
(yield: about 64%) of diethyl (l*naphthylmethyl)malonate as crude syrup. 

Rf value (measured by silica gel plate Merck 5715, the same applies hereinafter): 0.3 (n-hexane-ethyl 
acetate = 10/1) 

Nuclear magnetic resonance spectrum (hereinafter referred to simply as NMR.) (300 MHz. CDCh) 
40 5ppm: 1.2(6H.t.J»7Hz), 3.7(2H.d.J = 8H2). 3.84(1 H.dd.j = 6.5. 8H2). 4.l5(4H.m) 

(b) 5.32 g of the syrup of diethyl (l-naphthylmethyi)malonate was dissolved in 20 ml of absolute 
ethanol. To this solution, a solution of 1.17 g of potassium hydroxide (85%) in 45 ml of absolute ethanol was 
dropwise added over a period of 1.5 hours. Thereafter, the stirring was continued overnight. Then, th 
resulting suspension was weakly acidified with 3 ml of 6N hydrochloric acid under cooling with ice. and 20 

45 ml of water was further added thereto. Then, the mixture was concentrated under reduced pressure at a 
temperature of not higher than 40 *C. The concentrated suspension after sufficient evaporation of ethan I 
was dissolved in 300 ml of ethyl acetate. The solution was washed sequentially with 200 mi of water and 
with 200 ml of a saturated sodium chloride aqueous solution. The ethyl acetate layer was separated, dried 
over anhydrous magnesium sulfate and then concentrated under reduced pressure. The syrup thereby 

50 obtained was purified by silica gel column chromatography (benzeneethanol/acetic acid » 100/4/0.5). The 
purified fractions of the eluted solutions were collected (about 200 ml), and lOO ml of ethyl acetate was 
added thereto to bring the total volume to about 300 ml. The mixture was thoroughly washed with a 
saturated sodium chloride aqueous solution (200 mi x 3 times). The organic layer was dried over anhydrous 
sodium sulfate. Th inorganic salt was filtered off. and th filtrate was cone ntrated and dried to obtain 3.64 

55 g of ethyl (i-naphthylmethyl)matonate. 

Rf: 0.54 (benzene/ethanolvacetic acid » 10/1/0.5) 
NMR (300 MHz. COCIj) 

5ppm: l.l6(3H,t,J = 7Hz), 3.73(2H). 3.90(1 H.dd.J-6.5.8H2). 4.l6(m.2H) 
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(2) L-noHeucine tert-butyl ester 

2.0 g of L-norleucine was introduced into a pressure tube, and about 30 ml of dry dioxane was added 
thereto to obtain a suspension. Then, 2 ml of concentrated sutfuric acid was added thereto, and the reactor 

5 was cooled to -75 *C. Then, isobuten gas was blown thereinto. Wh n about 10 ml of isobutene gas was 
introduced, the tube was sealed. The temperature was gradually returned to room temperature und r 
stirring, and then the stirring was continued overnight Then, the reactor was opened, and isobutene was 
evaporated under atmospheric pressure. Then, the reaction solution was poured into 200 ml of a 2M sodium 
hydroxide aqueous solution under cooling with ice, and the mixture was vigorously stin-ed. Then, the 

10 mixture was extracted with diethyl ether (250 ml x 2 times). The separated ether layer was washed with a 
saturated sodium chloride aqueous solution (100 ml x 2 times) and then dried over anhydrous magnesium 
sulfate. The inorganic salt was filtered off. and the filtrate was concentrated to obtain a syrup. The syrup 
was thoroughly dried under reduced pressure and then stored at a temperature of not higher than 5 C. 
whereby 1.46 g (yield: 51%) of the above identified compound precipitated as white crystals. 

rs Rf:0.71 (chloroform/methanol/concaqueous ammonia « (10/0.5/0.2) 
NMR (300 MHz. CDCb) 
5ppm: 0.9(3H.m). 1.2-1. 8(1 5H.m), 3.29(1 H) 



20 (3) L-N-{2-ethoxycarbonyl-3-(l-naphthyl)propionyl}norleucine tert-butyl ester 

1,59 g of ethyi (1 -naphthylmethyl)malonate was dissolved In 15 ml of anhydrous dimethylfonnamide 
(hereinafter referred to simply as DMF). Then, a solution of 1.20 g of L-norieucine tert-butyl ester in 5 ml of 
dry DMF was added thereto. The reaction solution was cooled to -15* C. and 1.28 g of 1 -hydroxyben- 

26 zotriazole and 1.68 g of N,N-dicyclohexylcarbodiimide (hereinafter referred to simply as DCC) were added 
thereto. The mixture was stirred for 1 hour at -15* C and then stirred overnight at room temperature. Then, 
precipitated dicyclohexylurea was filtered off, the collected filtration product was washed with a small 
amount of a solvent mixture of n-hexane/ethyl acetate (4/1) and the washing solutions were put together. 
The filtrate was diluted with 200 ml of ethyl acetate and then washed sequentially with 150 ml of a 4% 

30 sodium hydrogencarbonate aqueous solution and with 150 ml of a saturated sodium chloride ^aqueous 
solution. The separated ethyl acetate layer was dried over anhydrous magnesium sulfate. The inorganic salt 
was filtered off, and the filtrate was concentrated under reduced pressure. The syrup thereby obtained was 
purified by silica gel column chromatography (n-hexano/ethyl acetate = 4/1). The eluted fractions wer 
collected, concentrated under reduced' pressure and dried to obtain 2.45 g (yield: 95%) of the abov 

35 identified compound as gelled solid. 

Rf: 0.41. 0.35 (n-hexane/ethyl acetate = 3/1) 
NMR (300 MHz. CDCls) 

5ppm: O.B9(3H.t.J = 7H2). 1 .07{3H,t. J = 7H2). 1.14.1.58(13H), 1.65(1 H,m). 1.82(lH.m). 3.59-3.82(3H.m), 4.06- 
{2H.m), 4.45(1 H,m). 6,92(1 H.d. J =:8Hz), 7.34(2H.m). 7.46-7.61 (2H.m). 7.73(1 H.m). 7.85(1 H.d,J = BHz), 8.06- 

40 (1H.d.J = 8H2) 



(4) L-N-{(2R or S)-2-hydroxymethyl-3-(i*naphthyl) propionyl}norleucine tert-butyl ester 

45 2.45 g of L-N-{2-ethoxycarbonyl-3-(1-naphthyl)propionyl}norieucine tert-butyl ester was dissolved in 60 
ml of ethanoi. Then. 1.48 g of sodium borohydride was gradually added thereto. The mixture was stirred for 
5.5 hours and then concentrated under reduced pressure at a temperature of not higher than 40 C to 
obtain a suspension syrup. The syrup was dissolved in 250 ml of ethyl acetate and then washed with 200 
ml of water and then with 200 mi of a saturated sodium chloride aqueous solution. The organic layer was 

50 separated and dried over anhydrous magnesium sulfate. Then, the inorganic salt was filtered off. and the 
filtrate was concentrated under reduced pressure to obtain a solid. The product was purified by silica g I 
column chromatography (n-hexane/ethyl acetate » Vl - 2/1). Among the purified fractions, the fraction 
having a Rf value of 0.58 (n-hexane/ethyl acetate = 1/1) was collected and extracted. The extract solution 
was concentrated and dned to obtain 0.74 g (yield: 33%) of crystalline solid. Further, the fraction having a 

55 Rf value of 0.45 (under the same condition as in the case of the Rf value of 0.58) was collected and 
concentrated to obtain 0.97 g (yield: 44%) of crystalline solid. 
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Product having a Rf value of 0.58: 
NMR (300 MHz. CDCb) 

5ppm: 0.86(3H.t.J«7Hz), 1.15-1 .38(4H). 1-43(9H.s), 1.6(lH.mK 1.8(2H.m). 2.78(2H.m). 3.33- 
5 (1H.ddJ = 7.5.14Hz), 3.49(1 H,dd,J = 7.5,1 4Hz). 3.82(2H,m), 4.37(1Km), 6.12(1H.br sJ = 7Hz). 7.38- 
(2H.d,J = 5Hz), 7.45-7.57(2H.m), 7.74(1 H,m). 7.86(1 H.d J =8Hz). 8.05(1 H.dJ «8Hz) 
Melting point: 94 - 95* C 

Angle of rotation [a^^ = + 50.5* (C 1.00. CHCb) 

70 

Product having a Rf value of 0.45 
NMR (300 MHz, CDCI3) 

5ppm: 0.82(3H.tJ=7Hz). 0.85-1 .0(2H.nn). 1.12-1 .22(2H.nn). 1.36-1.56(1 1H,m). 2.79MH.m). 3.27(2H.nf^). 3.48- 
15 (1H,dd.J = 9,14H2). 3.86(2H.U = 6Hz), 4,36(1H.m), 5.74(1H.br d.J = 8Hz), 7.37(2H,m). 7.5l(2H.m). 7.73- 
(IH.m). 7.86(1H.dd.J-1.5.8H2), 8.02(1 H.dJ =8Hz) 
Melting point: 92-94'C 
Angle of rotation [a]^"' = - 72.6* (C 1.00. CHCI3) 

20 

(5) L-N-{(2R or S)-2-(1-naphthylfT^ethyl)-3-p-toiuenesulfonyloxypropionyl}norleucine tert-butyl ester 

202 mg of the solid of L-N«{(2R or Sh3*tiydroxy-2-(1-naphthylmethyl)propionyi}norleucine tert-butyi 
ester (the product having a Rf value of 0.58 obtained in the Process (4)) was dissolved in 3 ml of dry 

25 pyridine. Then. 107 mg of p-toluene sutfonylchloride was added thereto, and the nnixture was reacted at 
room temperature for 24 hours. 15 mg of the same reagent was addttionaliy added thereto, and the mixtur 
was reacted for further 24 hours. Then, the reaction solution was concentrated under reduced pressure.. The 
residue was dissolved in 20 ml of ethyl acetate and then washed sequentially with 10 ml of a 4% potassium 
hydrogen sulfate aqueous solution, with 10 ml of a 4% sodium hydrogencart)cnate aqueous solution and 

30 with 10 ml of a saturated sodium chloride aqueous solution. The organic layer was separated and dried over 
anhydrous magneisum sulfate. Then, the inorganic salt was removed by filtration, and the filtrate was 
concentrated under reduced pressure. The residue was purified by silica gel column chromatography (n- 
hexane.ethyl acetate » 4/i). and the eiuted solution was concentrated and dried under reduced pressure to 
obtain 264 mg of L-N-{(2R or S)-2-(1-naphthylmethyl)-3-p-loluenesulfonyloxyproptonyl}norleucine ten-butyl 

35 ester as colorless transparent syrup. 
Rf: 0.44 (n-hexane/ethyl acetate = 3/1 ) 
NMR (300 MHz. CDCb) 

5ppm: 0.86(3H,tJ»7Hz). 1.05-1.4(4H.m). 1.39(9H,s). 1.52(1H.m). 1.70(1H.m). 2.44(3H.s). 2.93(1H.m). 3.28- 
(2H.m). 4.15(1H.dd.J = 6,10Hz). 4.28(2H,m). 5.78(1 H.d.J = 8Hz). 7.l9-7.38(5H.m). 75l(2H.m). 7.72(2H.m). 
40 7.85(1 H.m). 7.93(1 H.m) 



(6) L-N-{(2R or S)-3-ethylthiO"2-(1-naphthylmethyl)propronyl}norleucine tert-butyi ester 

45 30 mg of L-N-{(2R or S)-2-(1-naphthy)methyl)-3*p-toluenesulfonyloxy proptonyl}norteucine tert-butyt . 
ester was dissolved in 0.2 ml of dry DMF. Separately, a suspension of a thioalkoxtde (in 1 .8 ml of dry DMF) 
prepared from 64 mg of sodium hydride and 0.3 ml of ethyl mercaptan. was prepared, and 0.5 ml of the 
suspension was added to the above solution. The mixture was reacted at room temperature for 30 mmutes. 
and then atxjut 1 ml of water was added. Then, the reaction solution was diluted by an addition of 20 ml of 

50 benzene and washed sequentially with 10 ml of water and with 10 mi of a saturated sodium cnionde 
aqueous solution. The organic layer was separated and dried over anhydrous magnesium sulfate, and then 
concentrated and dried under reduced pressure to obtain 23 mg of L-N-{(2R or S)-3-ethylthio 2-(i- 
naphthylmethyl)propionyl}norfeucine tert-butyi ester as colorless transparent syrup. 
Rf: 0.56 (n-hexane/ethyl acetate = 3/1) 

55 NMR (300 MHz. CDCI3) 

appm: 0.88(3H.t.J = 7Hz). 1.1-1.4(7H,m). 1.41(9H.s). 1.59(1H.m). 1.75(1H.m). 2.5l(iH,m), 2.72(2KmK 2.93- 
(IH.m). 3.39(2H.d.J = 6.5Hz). 4.36(1 H.m). 5.86(1 H.d, J =f7Hz). 7 35(2H.m). 7.52(2H.m). 7.72(1 H). 7,85(1 H). 
8.07(1 H) 
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Infrared absorption spectrunn (hereinatter referred to simply as IR) (KBr) 
..cm-': 1740. 1660. 1540, 1520. 1390. 1160 



5 (7) L-N-{(2R or S)-3-ethylsulfonyl-2-(l-naphthylmettiyl)propionyi}norieucine tert-butyl ester 

23 mg of L-N-{(2R or S)-3-ethytthio-2-(1-naphthylmethyt)propionyl}norleucin tert-butyl st r was dis- 
solved in 1 ml of methanol. To this solution. 0.1 ml of a 30% hydrogen peroxide aqueous solution and 
sodium tungstate dihydrate were added, and the mixture was stirred at room temperature for i hour. Then. 

70 the reaction solution was diluted with 20 ml of ethyl acetate and washed sequentially with lO ml of water 
and with 10 ml of a saturated sodium chloride aqueous solution. The organic layer was separated and dried 
over anhydrous magnesium sulfate, and then concentrated and dried under reduced pressure to obtain 22 
mg of the above identified compound as cotoriess transparent syrup. 
Rf: 0.12 (n-hexane/ethyl acetate = 3/1) 

75 NMR (300 MHz. CDCb) 

5 ppm: 0.85(3H.t.J=«7H2). 1.1-1.35(7H,m). 1.38(9H.s), 1.59(1H.m). 1.72(1 H.m). 2,B2(2H.m). 3.01- 
(1 H dd.J = 3.1 4.5H2). 3.26(1 H.m). 3.41 (2H.m). 3.70(1 H.dd.J « 9.1 4.5H2). 5.97(1 H,d.J = 7H2), 7.30- 
{1H,d.J-6H2), 7.38(1 H,t.J = 8H2). 7,54{2H.m). 7.75(1 H.d. J =8Hz). 7.86(1 H.d. J = 8H2). 8.02(1 H.d, J = 8.5H2) 
IR (KBr. neat) 

20 j^cm-': 1740. 1660. 1540. 1310. 1160, 1110 
Mass spectrum (FAB-MS) 420. 476 (M* + 1) 



(8) (2 RS.4S.5S)'5-amino-2*ethyl-4-hydroxy'7-methyloctanoic acid isobutylamide.hydrochloride 

25 

(a) 856 mg of a sodium hydride (60% in oil) was washed three times with n-hexane under a nitrogen 
atmosphere. After drying, the obtained powder was suspended in 72 ml of dry DMF under a nitrog n 
atmosphere, and 4.26 mi of ethyi diethylphosphono acetate was dropwise added thereto over a period of 
one hour under stirring at o'C. After stirring at room temperature for about one hour, the mixture was 

30 cooled to 0' C. and 1.92 ml of bromoethane was added thereto under stirring. The mixture was then, stirred 
overnight at 55* C. The reaction solution was poured into 40 ml of water and extracted three times with 20 
ml of ethyl acetate. The organic layer was washed with water and then with a saturated sodium chlorid 
aqueous solution and dried over anhydrous sodium sulfate. Then, the solvent was distilled off under 
reduced pressure. The residue was purified by silica gei column chromatography (n-hexane/acetone = 4/1) 

35 to obtain 2.76 g of ethyl 2-diethylphosphonobutanoate as oily substance. 
Rf: 0.63 (n-hexane/ethyl acetate = 1/5) 
Mass spectrum m/z 253 (M* + 1 ) 
NMR (60 MHz. COCb) 

6 ppm: 0.95(3H.t.J = 8H2). 1 .25(3H.t,J = 8H2) 1 .29(6H.t.J = 7Hz). 1 .6-2.1 (2H.m), 2.8(1 H.ddd.J -22,7.7H2). 
40 4.05(2H.q.J = 8Hz). 4.1 5(2H.q.J = 7H2) 

(b) 3-[(4S,5S)-3-ben2yloxycarbonyl-2.2-dimethyl-4-isobutyloxa20lidin-5-yl>2-ethyl-2-propenoic acid 
isobutylamide 

45 

71.6 mg of lithium chloride was suspended in 5 ml of dry THF under an argon atmosphere, and 426 mg 
of ethyl 2-diethylphosphonobutanoate dissolved in 0.6 ml of dry THF was added thereto under stimng. Th 
mixture was stirred at room temperature for 5 minutes, and then 323 mg of 1 .8-dia2abicycio[5,4.0>7- 
undecene (hereinafter referred to simply as DBU) was added thereto in the form of a 50% dry THF solution. 

50 and the mixture was stinted at room temperature for 10 minutes. Then. 450 mg of (4S,5R)-3- 
benzyloxycarbonyl-2,2-dimethyl-5-formyl-4- isobutyloxazolidine dissolved in 1.0 ml of dry THF was added 
thereto, and the mixture was stirred at room temperature overnight. The reaction solution was cooled to 
O'C and neutralized with IN hydrochloric acid. Then, the solution was extracted three times with ethyl 
acetate. The organic layer was washed with water and with a saturated sodium chloride aqueous solution 

55 and dried over anhydrous sodium sulfate. The solvent was distilled off under reduced pressure, and the 
residue was purified by silica gel column chromatography (n-hexane/ethyl acetate « 10/I) to obtain 518 mg 
of ethyl 3-[(4S.5S)-3-benzyloxycarbonyl-2.2-dim8thyl-4-isobutyloxazolidin-5-yl]-2-ethyl-2-propenoate as 
coloriess oily substance. 
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Rf: 0.53 (n-hexane/ thyl acetate ~ 5/1) 
5NMR (60 MHz. CDCI3) 

5ppm: 0.7-1 .8(21 H.nn),2.32(2H.m). 3.80(1 H,m). 4.20(2H.q.J = 7Hz). 4.58(0.5H.dd J = 2.9H2). 5.10{0.5H.m). 
5.11{2H,s). 5.85(0.5H.br d,J = 9Hz). 6.66(0.5H.(jJ = 9H2). 7.30(5H,s) 

5 517 mg of ethyl 3-{(4S.5S)-3-benzyloxycartx)nyI-2.2-dimethyl-4-isobutyloxa20lidin-5-ylh2^^ pro- 
penoate was dissoiv d in 3.10 ml of an ethanol/water (9/1) solution of 2N potassium hydroxide, and th 
solution was stirred at room temperature for 3 hours. Then, the reaction solution was adjusted to pH2 with 
IN hydrochloric acid under cooling with ice and after an addition of 24 ml of water, extracted three times 
with 20 ml of ethyl acetate. The organic layer was washed with water and with a saturated sodium chloride 

10 aqueous solution and dried over anhydrous sodium sulfate. The solvent was distilled off under reduced 
pressure to obtain 3-[(4S.5S)-3-benzyloxycarbonyi-2,2-dlmethyl-4-isobutyloxazolidin-5-yl]-2-ethyl-2-pro- 
penolc acid as colorless oily substance. 

This product was dissolved without purification in 1.0 ml of dry DMF. While stirring the solution at 
-10' C, 145 ul of isobutylamine, 320 ul of diphenylphosphorylazide (hereinafter referred to simply as DPPA) 

IS and 207 ul of triethylamine were added thereto. The mixture was stirred at -10* C for one hour and further 
at room temperature overnight. Then, 60 ml of ethyl acetate was added to the reaction solution. The organic 
layer was washed sequentially with a 10% citric acid aqueous solution, with water, with a 4% sodium 
hydrogencartxsnate aqueous solution, with water and with a saturated sodium chloride aqueous solution and 
then dried over anhydrous sodium sulfate. The solvent was distilled off under reduced pressure, and the 

20 residue was purified by silica gel column chromatography (n-hexane/ethyt acetate - 5/1 ) to obtain 204 mg 
of 3-[(4S.5S)-3-benzyloxycarbonyl-2.2-dimethyl-4-isobutyloxa2olidin-5-yl]-2-ethyl-2(Z)-propenoic acid 
isobutylamide, 151 mg of 3-[(4S.5S)-3-ben2yloxycarbonyl*2,2-dimethyl-4-isobutyloxazolidin-5-ylh2-ethyl-2- 
(E)-propenoic acid isobutylamide and 55 mg of a mixture of both as colorless oily substances. 
Rf: 2fZ) isomer 

25 0.37 (n-hexane/ethyl acetate » 5v2) 
2(E) isomer 

0.28 (n-hexane/ethyl acetate = 5/2) 
NMR (60 MHz. CDCI3) 
2(Z) isomer 

30 5ppm: 0.7-1. 3(1 5H,m). 1. 4-2.1 (lOH.m) 2.30(2H.m). 3,20(2H,dd J =» 6,6Hz) 3.8(1 H.m). 4.52(1 H,dd.J = 2.9Hz) 
5.12(2Ks). 5.60(1 H.br d.J =9Hz) 6.50(1 H.m), 7.30(5H.s) 
2(E) isomer 

5ppm: 0.7-1 .3(1 5H.m). 1. 3-2.0(1 OH.m) 2.30(2H.m), 3.10(2H.dd,J=6.6H2) 3.75(lH.m). 4.52(1 H.dd.J = 2.9H2) 
5-04(2H.s). 5.75(1 H.m). 6.00(1 H.d.J =9Hz). 7.25(5H,s) 

35 (c) 578 mg of 3-[(4S,SS>-3-benzyloxycarbonyl-2,2-dim6thyl-4-isobutyloxa2olidin-5-yl]-2-ethyl-2(Z,E)-pro- 
penoic acid isobutylamide was dissolved in 10 ml of methanol. A palladium black catalyst was added 
thereto, and hydrogen was continuously blown into it over a period of 4 hours. During the period. 0.2 ml of 
1N hydrochloric acid was added seven times at intervals of about 30 minutes to maintain the reaction 
solution to be weakly acidic. The catalyst was removed by filtration, and the filtrate was concentrated under 

'io reduced pressure. The residue thereby obtained was dissolved in a solvent mixture of 
dichloromethane/benzene and azeotropically concentrated under reduced pressure for drying. Then, similar 
drying was conducted under a solvent mixture of dichloromethane^hexane to obtain 455 mg of (2RS.4S.5S)* 
5-amino-2-€thyl-4-hydroxy-7-methyloctanoic acid isobutylamide hydrochloride as white solid. 
Rf: 0.52. 0.45 (chloroform/ methanoi/conc. aqueous ammonia = lO'i O.S) 

(9) f2RS.4S.5S)*5-{L-N-[(2R or S)-3-ethylsulfonyl-2-(1-naphthylmethyl)propionyt]norleucyl}amino-2-ethyl-4- 
hydroxy-7-methytoctanoic acid isobutylamide 

50 20 mg of L-N-{(2R or S)-3-ethylsulfonyl-2-(1-naphthylmethyl)propionyl}norleucine tert-butyl ester was 
dissolved in 0.5 ml of dichioromethane. Then. 0.5 ml of trifluoroacetic acid (hereinafter referred to simply as 
TFA) was added thereto, and the mixture was reacted at room temperature for one hour. Then, the reaction 
solution was concentrated under reduced pressure, and the resulting syrup was dissolved in benzene. This 
solution was concentrated under reduced pressure, and excess TFA was azeotropically evaporated and 

55 remov d to finally obtain white solid. Obtained L-N-{(2R or S)-3-ethylsulfonyl-2-(1-naphthylm thyl)- 
propionyl}norleucine was throughly dried under reduced pressure and dissolved in 0.3 ml of dry DMF. At a 
temperature of -20* C. 12 ul of triethylamine and 12 ul of DPPA were successiv ly added, and the mixture 
was stirred. Five minutes later. 23 mg of (2RS,4S.5S)-5-amino-2-ethyl-4-hydroxy7-methyloctanoic acid 
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isobutylamide hydrochloride and 10 ul of triethyiamine dissolved in 0.4 ml of dry DMF were added to the 

previous reaction solution. ^ 

The mixture was stirred at -20* C for one hour and at 5 C overnight and then at room temperature tor J 

hours. Then, the reaction solution was diluted with 20 ml of ethyl acetate and washed sequentially with 10 
5 ml of a 5% potassium hydrogen sulfate aqueous solution, with 10 ml of a 4% sodium hydrog n carbonate 

aqueous solution and with 10 ml of a saturated sodium chloride aqueous solution. The separated ethyl 

acetate layer was dried over anhydrous magnesium sulfate. The inorganic salt was removed by filtration. 

and the filtrate was concentrated under reduced pressure. The residue thereby obtained was purified by 

silica gel column chromatography (chloroform/methanol - 40/1). The eluted fractions of the desired product 
10 were collected and concentrated, and the resulting syrup was azeotropically concentrated under an ethyl 

ether solution to dryness to obtain 23 mg of the above identified compound as white solid. 

Rf: 0.65 (chloroform/methanol = 10/1) 



75 EXAMPLE 2 



(2RS,4S,5S)-5-{L-N-[(2R or S)-3-(pyrimidin-2-yl)sutfonyl-2-<1'naphthylmethyl)propionyl]norleucyl}amino-2- 
ethyl'4-hydroxy-7-methylocranoic acid isobutylamide 

20 

(1) L-N-{(2R or S)-3-(pyrimidin-2-yl)thiO'2-(i'naphthytmethyt)propionyl>norleucine tert-butyt ester 

52 mg of L-N-{(2R or S)-2-(1-naphthylmethyl)-3-p-toluenesulfonyloxypropionyl}norleucine tert-butyl es- 
25 ter obtained in Example 1 was dissolved in 0.5 ml of dry Df^F. Separately, a suspension of a thioalkoxide 
(in 5 ml of dry DMF, prepared from about 80 mg of sodium hydride and 600 mg of 2-mercaptopyrimidine. 
and 0.5 ml of the suspension was added to the above reaction solution. The mixture was reacted at room 
temperature for 4 hours. Then. 1 ml of water was added, and the reaction solution was further diluted with 
20 ml of ethyl acetate. The reaction solution was washed with water (10 ml x 2 times) and then washed with 
30 a saturated sodium chloride aqueous solution. The organic layer was separated, dried over anhydrous 
magnesium sulfate and then concentrated under reduced pressure. The syrup thereby obtained was 
purified by silica gel column chromatography (n-hexane/ethyl acetate = 3/1). The eluted fractions contain- 
ing the desired product were collected, concentrated and dried to obtain 41 mg of L-N-{(2R''or S)-3- 
(pyrimidin-2-yf)thio-2-(1'naphthylmethy!)propionyf}norleucine tert-butyl ester as syrup. 
35 Rf: 0.22 (n-hexane/ethyl acetate = 3/1) 
NMR (300 MHz, CDCb) 

5ppm: 0.85(3H,tJ«7Hz), 1 .00-1 .35(4H,m). 1.37(9H.s) 1.56(1 H.m). l.75(1H.m). 3.04(1H.m). 3.38- 
(lH.dd.J=6.14H2). 3.48(2H.m). 4.36(lH,m). 6.13(1 H.d.J = 7.5Hz). 6.96(1 H.t. J = 5Hz). 7.3-7.5(4H.m). 7.70- 
{dd.J = 1 .5.7.5Hz). 7.83(1 H.m) 8.12(1H,m). 8.45(1 H.d.J »4.5Hz) 

40 

(2) L-N-{(2R or $)-3-(pyrimidin-2-yl)sulfQnyl-2-(1-naphthylmethyl)propionyl}norleucine tert-butyl ester 



38 mg of L-N-{(2R or S)-3-(pyrimidin-2-yl)thio-2-(1-naphthylmethyl)propionyl}norleucine tert-butyl ester 
45 was dissolved in 1 ml of methanol. To the solution, 0.25 ml of a 30% hydrogen peroxide aqueous solution 
and 18 mg of sodium tungstate dihydrate were added, and the mixture was reacted at room temperature 
overnight. The reaction solution was diluted with 20 ml of ethyl acetate and washed sequentially with 10 ml 
of water and a saturated sodium chloride aqueous solution (10 ml x 2 times). The organic layer was 
separated, dried over anhydrous magnesium sulfate, and concenuated and dried under reduced pressure to 
so obtain 29 mg of the above identified compound as white powder. 
Rf: 0.26 (n-hexane/ethyl acetate = l/i) 
NMR (300 MHz, COCta) 

5ppm: 0.86(3H.l.J = 7H2). 1 .20-1 .38(4H.m). l.39(9H,s), 1.61(lH.m). 1.74(1 H.m). 3,26(1 H,m). 3.2-3.3(3H.m). 
3.50(1 H.dd.J » 8,1 4HZ). 3.72(1 H.dd.J = 3.1 5Hz). 4.1 4(1 H.dd.J = 8.1 5Hz). 4.30(1 H.q.J = 6Hz). 6.08- 
55 (lH.d.J = 8H2). 7.3-7.4(3H.m). 7.5(2H.m). 7.71(1H.d.J «8H2), 7.82(1 H.m), 7.97(1 H.d.J = aHz), 8.63- 
(1 H.d.J «4.5H2). 
IR (KBr. neat) 

i-cm-': 3380. 2960. 2940. 1730, 1670. 1570. 1390. 1320. 1160. 1120 
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(3) (2RS.4S,5S)-5'{L-N-{(2R or S)-3-(pyrimidin>2-yi)sulfonyl*2*<l'naphthylmethyl)pfopionyl]noiieucyl}aniino- 
2-ethyl-4-hydroxy-7-methyloctanoic acid rsobutylamide 

27 mg of L-N-{(2R or S)-3-(pyrimidin-2-yi)suIforiyi-2-{1-naphthylrTiethyOpropionyl}norleudne tert-butyl 

5 ester was dissolved in 0.5 mt of dichioromethane. Then. 0.5 ml of TFA was added thereto, and the mixtur 
was reacted at room temperature for 3 hours. Then, the reaction solution was concentrated under reduced 
pressure and the syrup thereby obtained was dissolved in benzene. The solution was concentrated under 
reduced pressure and excess TFA was azeotropicaily removed. The solution was finally evaporated to 
dryness to obtain white solid. L-N-{{2R or S)-3-(pyrimidin-2-yl)sulfonyl-2-(l-naphthylmethyl) 

70 propionyl}norleucine thus obtained was throughly dried under reduced pressure and then dissolved in 0.4 
ml of dry OMF. Then, 21 ul of triethylamine and 14 ul of DPPA were added sequentially at -20* C. and th 
mixture was stin-ed. Five minutes later, a solution prepared by adding 27 mg of (2RS,4S.5S)-5-amino-2- 
ethyl-4-hydroxy-7-methyloctanoi'* acid isobutyiamide hydrochloride and 15 ul of triettiytamine to 0.5 ul of 
dry Or^F, was added to the previous reaction solution and the mixture was stin'ed at -20* C for one hour, at 

75 5 * C overnight and then at room temperature for 3 hours. The reaction solution was diluted with 20 ml of 
ethyl acetate and washed sequentially with 10 mi of a 5% potassium hydrogensutfate aqueous solution, 10 
ml of a 4% sodium hydrogencarbonate aqueous solution and with 10 ml of a saturated sodium chloride 
aqueous solution. The ethyl acetate layer was separated and dried over anhydrous magnesium sulfate. The 
inorganic salt was removed by filtration, and the filtrate was concentrated under reduced pressure. Th 

20 residue thereby obtained was purified by silica gel column chromatography (chloroform'methanol » 40/1). 
The eluted fractions containing the desired product were collected and concentrated. The syrup thereby 
obtained was azeotropicaily concentrated with dichloromethane/hexane and evaporated to dryness to obtain 
31 mg of the above identified compound as white solid. 
Rf: 0.54 (chloroform/methanol = 10/1) 

25 NMR (300 MHz. CDCb) 

5ppm: 2.20(0.5H.m), 2.30(0.5H.m). 3.0(1H.m). 3.12(1H.m), 3.28(2H.m). 3.5{1H.br). 3.6(1H,br), 3.7- 
(1H,ddJ»2.14Hz), 3.8-3.9(1 H.br), 4.0-4.1 (1H,m). 4.22(1H.m), 5,85(1H.br). 6.2(1H.br). 6.42(1H.br). 7.27.7.40- 
(3H.m}. 7.50(2H,m). 7.72(1 H,d.J«8Hz). 7.83(1 H.m). 7.91 (IH.m). 8.55(1 H.t J = 4.5Hz) 
IR (KBr. neat) 

30 vcm'': 3300. 2960. 2870. 1650. 1560. 1470. 1390. 1320. 1220. 1130 



EXAMPLE 3 

35 

f2RS.4S.5S)-5-{L-N-[(2R or S )-3-ethylsuifonyl-2-(2.3-ethylenedioxy benzyl )propiony I ]-5- 

hydroxynorvaiyl}amrno-2-ethyl-4-hydroxy-7-methyloctanoic acid isobutyiamide 



40 l^ ) 2.3-ethylenedioxybenzaldehyde 

12.04 g of 2.3-dihydroxybenzaIdehyde was dissolved in 120 ml of dry OMF. To this solution. 9.0 ml of 
1 .2-dibromoethane, 12.1 g of anhydrous potassium carbonate and 1.1 g of cupnc oxide were added. The 
reaction solution was refluxed under heating for three hours on a hot water bath at 135 'C. The reaction 

-5 solution was diluted with 700 ml of benzene and then washed with 500 ml of water. The aqueous layer was 
separated and extracted with benzene (500 ml x 2 times). The extracted organic layers were combined to 
the previously separated organic layer, the combined organic layer was dried over anhydrous magnesium 
sulfate. The inorganic salt was removed by filtration, and the reaction solution was concentrated under 
reduced pressure to obtain a brown syrup. This syrup was purified by silica gel column chromatography (n- 

50 hexane' acetone - 5/1). The eluted solution was concentrated under reduced pressure, and the residue was 
recrystallized from n-hexane/acetone to obtain 7.0 g of the above identified compound as white crystals 
(meiting point 63-64* C) (yield: 49%). The mother solution was concentrated and dried to obtain 3.2 g of 
the above identified compound as crude syrup (yield: 22%). 
NMR (300 MHz. CDCb) 

55 5ppm: 4.3l(2H.m), 4.37(2H.m). 6.89(1 H.t.J « 8Hz), 7.08(1 H.dd.J « 1 .8Hz), 7.39(1H.dd.J» 1.8Hz). 10.35(1H.s) 



(2) 2.3*ethylenedioxybenzyl alcohol^ 
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3.15 g of 2,3-ethylenedioxybenzaldehyd was dissolved in 50 ml of ethanol. Then. 1.17 g of sodium 
borohydride was added thereto, and the mixture was stirred at room temperature for one hour. The reaction 
solution was concentrated under reduced pressure and then suspended with an addition of 100 ml of ethyl 
acetate. The suspension was washed with 100 mi of water and then with 100 ml of saturated sodium 
5 chloride aqueous solution. The separated ethyl acetate layer was dried over anhydrous magnesium sulfate. 
The inorganic salt was remov d by fiitration. and the filtrate was concentrated under reduced pressur and 
then purified by silica g I column chromatography (n-hexane/ethyl acetate « Z'l) to obtain 1.78 g of the 
above identified compound as white solid. 
Rf: 0.2 (n-hexane/ethyl acetate = 2/1) 



(3) 2.3-ethytenedioxyben2yl chloride 

4.3 g of 2,3-ethylenedioxyben2yl alcohol was dissolved in 50 ml of dry dichloromethane. Then. 2.1 mi of 
75 dry pyridine was dropwise added thereto, and 3.8 ml of thionyl chloride was gradually added under cooling. 
The reaction solution was returned to room temperature and then the reaction solution was refluxed for 3 
hours on a hot water bath at 60 *C. The reaction solution was concenti^ted under reduced pressure to 
obtain a syrup, which was then dissolved in 300 ml of ethyl acetate. The solution was washed with 200 ml 
of 0.1 N hydrochloric acid and then twice witti 200 ml of a saturated sodium chloride aqueous solution. 
20 Then, tiie solution was dried over anhydrous magnesium sulfate. The inorganic satt was removed by 
filtration, and the filtrate was concentrated under reduced pressure and purified by silica gel column 
chromatography (n-hexane/etinyl acetate « 60/1) to obtain 4.0 g of the above identified compound as syrup. 
Bf: 0.64 (n-hexane/ethyl acetate - 2/1) 

25 

(4) Diettiyl (2.3-ethylenedioxybenzyl)malonate 

Diethyl (2,3-ethyl6nedioxyben2yl)malonate was obtained from 2.3-ethylenedioxybenzyl chloride and 
diethyl malonate in the same manner as tiie preparation of diethyl (1-naphthylmethyl)malonate. 
30 NMR (300 MHz. COCb) 

5ppm: 1.21(3H,t,J = 7Hz). 3.17(2H,d.J =aH2) 3,82(2H,d.J«8H2). 4.15(4H.m). 4.26(4H,m). 6.72(3H,m) 
IR (KBr) 

I'Cm-V 2990. 2940. 2880. 1740. 1610. 1480. 1370 

35 

(5) Ethyl (2.3-ethylenedioxyben2yl)malonate 

Ethyl (2,3-ethylenedioxybenzyl)maionate was prepared from the product of (4) in the same manner as in 
the preparation of ethyl (l-naphthylmethyl)malonate. 
40 NMR (300 MHz. CDCia) 

5ppm: 1.20(3H.t,J = 7Hz). 3.20(2H,m). 3.85(1 H,t.J«7.SHz). 4.l5(2H.m), 4.24(4H,m). 6.72(3H.m) 
IR (KBr) 

Kcm-': 2990. 2940. 2880. 1740. 1610. 1480 

45 

(6) Tert-butyl (2.3-ethylenedioxybenzyl)malonate 

846 ml of ethyl (2,3-ethyienedioxybenzyi)malonate was dissolved in 20 ml of dry dichloromethane. After 
an addition of 0.2 ml of cone, sulfuric acid, isobutene gas was blown into the reaction solution under cooling 

50 at -78* C and collected. After about 20 ml of isobutene was collected, the reactor was sealed. The reactor 
was returned to room temperature and stirred overnight Then, the reactor was opened, and isobutene was 
removed by evaporation at room temperature under atmospheric pressure. The reaction solution was add d 
to a solution mixture comprising 100 ml of a 0.5M sodium carbonate aqueous solution and 150 ml of 
dichloromethane. and the mixture was vigorously stirred. The organic layer was separated, washed with 1 00 

55 ml of a saturated sodium chloride aqueous solution and then dried over anhydrous magnesium sulfate. The 
inorganic salt was removed by filtration, and the filtrate was concentrated under reduced pressure and 
purified by silica gel column chromatography (n-hexane/etiiyl acetate = 4/1) to obtain 765 mg (yield: 75%) 
of the above identified compound as colorless transparent synjp. 
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NMR (300 MHz, CDCI3) 

5ppm: 1.23{3KtJ = 7Hz), 1.39(9H,s). 3.13(2H.d.J«8Hz). 3.74(1 H.t.J » 8HzK 4.l5(2H.m). 4.25(4H,m), 6.72- 

(3H.m) 

IR (KBr) 

5 I'Cm"^ 2990, 1730, 1480. 1370, 1310. 1280 



(7) Tert-butyl 2-(2,3-ethylenedioxybenzyl)-3*hydroxypropionate 

10 761 mg of tert-butyi (2.3-ethylenedioxybenzyOmak)nate was dissolved in 20 ml of ethanoi. Then. 0.57 g 
of sodium borohydride was added thereto, and the mixture was stirred at room temperature overnight. Th 
reaction solution was diluted with 150 ml of ethyl acetate and washed with 1 00 ml of water and then with 
100 ml of a saturated sodium chloride aqueous solution. The organic layer was dried over anhydrous 
magnesium sulfate, then concentrated under reduced pressure and purified by silica gel column chromatog- 

15 raphy (n-hexane/ethyi acetate » 3/1) to obtain 241 mg (yield: 36%) of the desired product as syrup. 
NMR (300 MHz, CDCIs) 

5ppm: 1.41(9H.s). 2.39(1 H.t,J = 8.5Hz). 2.88(3H,m), 3.70(2H,m), 4.25(4H,m). 6,73(3H.m) 
IR (KBr) 

*rcm-': 3480. 2980. 2930, 2880, 1730. 1610, 1480. 1370 



(8) Tert-butyl 2-{2.3-ethylenedioxybenzyl-3-p-toluenesuifonyloxy propionate 

238 mg of tert-butyl 2-(2.3-ethylenedioxybenzyl)-3^ydroxypropionate was dissolved in 4 ml of dry 
25 pyridine, and 170 mg of p-toluenesulfonyl chloride was added thereto. The mixture was reacted at room 
temperature overnight and then concentrated under reduced pressure. The residue was dissolved in 50 ml 
of ethyl acetate and washed sequentially with 50 ml of a 5% potassium hydrogensulfate aqueous solution, 
with 50 ml of a 4% sodium hydrogencarbonate aqueous solution and with 50 ml of a saturated sodium 
chloride aqueous solution. The organic layer was dried over anhydrous magnesium sulfate, then con- 
30 centrated under reduced pressure and purified by silica gel column chromatography (n-hexane/ethyl acetate 
= 3:1) to obtain 257 mg of tert-butyl 2-(2,3-ethylenedioxybenzyl)-3-p-toluenesulfonyloxypropionate as 
colorless transparent syrup. 
NMR (300 MHz. CDCh) 

5ppm: 1.32(9H.s), 2.45(3H.s). 2.78(2H,m). 3.02(1 H.m), 4.ll(2H.m). 4,22(4H,m). 6.55(1 H.dd.J =8.1 Hz). 6.68- 
35 (1H.t.J=8Hz). 6.74(1 H.dd.J = 8.1Hz). 7.32(2H.d,J = 8Hz). 7.75(2H.d.J = 8Hz) 



(9) Tert-butyl 3-ethylsulfonyl*2-(2.3-ethylenedioxybenzyl)propionate 

40 87 mg of the tosyl compound obtained in the above step (8) was dissolved in 0.5 ml of dry DMF. and a 
suspension comprising 27 mg of sodium hydride. 65 ul of ethytmercaptan and 0.5 ml of dry DMF was 
added thereto. The mixture was stirred at room temperature for one hour, and then 1 ml of water was added 
to the reaction solution. After an addtion of 20 mi of benzene, the reaction solution was washed sequentially 
with water (10 ml x 2 times) and with 10 ml of a saturated sodium chloride aqueous solution. The organic 

45 layer was dried over anhydrous magnesium sulfate and concentrated under reduced pressure to obtain 58 
mg of a syrup. Then, the syrup was dissolved m 2.5 ml of methanol, and 0.25 ml of a 30% hydrogen 
peroxide aqueous solution and 14 mg of sodium tungstate dihydrate were added thereto. The mixture was 
stirred vigorously at room temperature for one hour. The reaction solution was diluted with 20 ml of 
benzene and washed with 10 ml of water and then 10 ml of a saturated sodium chloride aqueous solution. 

50 The organic layer was dried over anhydrous magnesium sulfate and then concentrated under reduced 
pressure to obtain 57 mg (yield: 79%) of the syrup of the above identified compound. 
NMR (300 MHz. CDCli) 

5 ppm: 1.33(3H,t,J = 8Hz). l.37(9H.s), 2.8-3.0(5H.m), 3.39(1H.m). 3.55(1H,dd,J» 14.lOHz). 4.28<4H,m). 6.65- 
(dd.J = 8.lHz), 6.76(1 H,t.J»8Hz) 6.79(1 H.dd,J =8. 1Hz) 

55 

(10) L-0*acetyl-N-[3-ethylsulfonyi*2-(2.3-ethylenedioxybenzyi)propionylH^ydroxynorvalin tert-butyl ester 
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Tert-butyl 3-ethylsulfony!-2-(2.3-ettiylenedioxyben2yt)propion8te was dissolved in 1.2 ml of a 
dichloromethane/TFA (1/1) solution. The solution was stirred at room temperatur for 3 hours and men 
concentrated under reduced pressure. The residue was dissolved in benzene, and the benzen solution was 
concentrated under reduced pressure and azeotropically dried. The syrup thereby obtained was subjected 
to condensation reaction with L-Oacetyl-^-hydroxynon/aline tert-butyl ester by using a DPPA method (18 al 
of triethylamine. 12 al of DPPA and 2 ml of dry DMF). and the reaction mixture was purified by silica gel 
column chromatography to obtain 26 mg (yi Id: 34%) of a diast reomer of a polar component and 36 mg 
(yield: 47%) of a diastereomer of a less-polar component, respectively, as syrups. 



Polar component 

s'ppm: 1.32(3H.tJ=8H2). 1.45(9H.s). 2.05(3H.s). 2.78(1 H.dd.J = 14.9H2). 2.85-3.0(4H,m). 3.26(1H.m). 3.67- 
(1H,dd.J = l4.10H2). 4.05(2H.t.J = 7H2). 4^-4.4(5H,m). 629(1 H.d J » 8H2), 6.6(1H.dd.J =8.1H2). 6.72- 
(1 H.t.J « 8H2). 6.77(1 H.dd.J = 8.1 H2) 
IR (KBr) 

vcm": 3370. 2980. 2940. 1740, 1680, 1540. 1480, 1460. 1400. 1370 



Less-polar component 



Sppm: 1.32(3H.t.J = 8H2), 1.45(9H.s). 2.05(3H.s). 2.8-3.0(6H.m). 3.30(1 H.m). 3.67(1 H.dd J = 14,10H2). 3.93- 

(2H.t.J = 6.5H2). 4.25-4.4(5H.m). 6.26(1 H.d. J »8H2). 6.62(1 H,dd.J = 8.1 Hz). 6.73(1 H.t,J = 8H2). 6.78- 
(1H.dd.J = 8.1H2) 
IR (KBr) 

ucm": 3360. 2980. 2940, 1740. 1680. 1540. 1480. 1460. 1400. 1370 

(11) (2RS.4S.5S)-5-{L-N-[(2R or S)-3-ethytsulfonyl-2-(2.3-ethylenedioxyben2yl)propionyl-a- 
hydro xynorvalyl}amino-2-ethyH4-hydroxy-7-methyioctanoic acid isobutylamide 

34 mg of the less-polar component obtained in the above step (10) was subjected to ester-removal in a 
solution mixture of dichloromethane/TFA in a usual method and then condensed with 24 mg of (2RS.4S.5S)- 
5-amino-2-ethyl-4-hydroxy7-methyloctanoic acid isobutylamide by a OPPA method. The product was 
purified by column chromatography to obtain 50 mg of a condensed product, which was dissolved in 1.5 ml 
of ethanol/water (lO/l). and 0.8 ml of a 2N potassium hydroxide solution (ethanoi/water = 10/1) was added 
for deacetyiation. One hour later, the reaction solution was neutralized and extracted with ethyl acetate. Th 
extract was washed with a saturated sodium chloride aqueous solution and purified by silica gel column 
chromatography and dried to obtain 23 mg of the above identified compound as white solid. 
Rf: 0.33 (chloroform/methanol - 10/1) 



(12) (2flS.4S.5S)'5-{L-N-[(2S or R)-3*ethylsulfonyl-2-(2.3-ethyl9nedioxybenzyl)propipnyt-g- 
hydroxynorvalyl}amino-2-ethyl-4-hydroxy-7-methytoctanoic acid isobutylamide 

24 mg of the polar component obtained in the above step (10) was treated in the same manner as in 
step (11) to obtain 10 mg of the above identified compound as a stereoisomer of the compound obtained in 
step (11). 

Rf : 0.33 (chlorofomn/methanol = 1 0/1 ) 



EXAMPLE 4 



( 2$.4S.5S)-5-{L'N-[(2R or Sy3^i^ 'methyltetrazol-5-yl)sulfonyl-2-(1 -naphthylmethyOpropi nyl]- 

norleucyl}amino-2-et'hyl-4-hydroxy-7-methyioctanotc acid isobutylamide 
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(a) 40 mg of L-N-[(2R or S)-2^l-naphthylmethylh3-p-totuenesurfonyto)cypfopionylInorleucine tert-butyl 
ester obtained in Example l-(5) was dissolved in 0.5 ml of dry OMF. Then. 20 mg of 1-methyl-5- 
mercaptotetrazoi sodium was added thereto, and the mixture was reacted at room temperatur overnight. 
The reaction solution was diluted with 15 ml of ethyl acetate and washed with water (10 ml) and a saturated 

s sodium chloride aqueous solution (10 ml x 2 times). The organic layer was separated, dried over anhydrous 
sodium sulfate and then concentrated under reduced pressure to 36 mg of L-N-{(2R or S>-3-(l- 
methyltetrazol-5-yl)thio-2-{1-naphthylmethyl)propionyl]norteucine tert-butyl ester as syrup. 
Rf: 0.79 (n-hexane/ethyl acetate = 1/1) 

(b) 36 mg of L-r4-{(2R or S)-3-(1-methyltetrazol-5-yl)thio-2-(l-naphthylmethyl)propionyllnor leucine tert- 
70 butyl ester was dissolved in 1.2 ml of methanol. Then. 0.3 ml of a 30% hydrogen peroxide aqueous solution 

and 20 mg of sodium tungstate dihydrate were added thereto. The reaction solution was stiaed at room 
temperature for two hours. Then, the reaction solution was diluted with 15 ml of ethyl acetate and then 
washed sequentially with 10 ml of water and witii 10 ml of a saturated sodium chloride aqueous solution. 
The organic layer was separated and dried over anhydrous magnesium sulfate. The inorganic salt was 
rs removed by filtration, and the filtrate was concenti-ated under reduced pressure to obtain 34 mg of L-N-{(2R 
or S)-3-(1-methyltetrazol-5-yl)sulfonyl-2-(l-naphthylmethyl)propionyl]nor!eucine tert-butyl ester as syrup. 
Rf: 0.70 (n-hexane/ethyl acetate = l/l) 
NMR (300 MHz. CDCb) 

5ppm: 0.85(3H.tJ = 7H2), 1.02-1. 40(1 3H.m). 1.55{1H,m). 1.70(1H.m). 3.35(1 H.m). 3.45(2H.m). 3.74- 
20 (1H,dd,J = 3,15H2). 4.17(1H.m). 424(3H,s). 4.33(1 H,dd J = 8,15Hz). 5.8l(1H.d.J»8Hz). 7.30(1 H.d. J =8Hz). 
7.38(1 H.t,J»8H2). 7.55(2H,m). 7.76(1 H.d. J = 8Hz). 7.87(1 H.d J =8Hz). 8.01(1H.d.J «8H2) 
IR (KBr. neat) 

pcm--: 3350, 2970. 2940. 2870. 1740. 1670. 1530. 1460, 1400, 1370. 1350. 1250. 1220. 1140 

(c) 32 mg of L-N-[(2R or S)-3-{1-methylteti'azol-5-yl)sulfonyl-2-(1-naphthylmethyl)propionyl]norieucine 
25 tert-butyl ester was dissolved in 0.7 m! of dichloromethane. Then. 0.5 ml of TFA was added thereto, and the 

mixture was reacted at room temperature for one hour. Then, the reaction solution was concentrated under 
reduced pressure. The syrup thereby obtained was sequentially dissolved in benzene and benzene/n- 
hexane and then subjected to azeotropic concentration under reduced pressure to obtain a slightiy yellow 
powder. L-N-{(2R or S)-3-(1-methy4tetrazol-5-yl)sulfonyl-2-(l-naphthylmethyl)propionyl]norleucine thus ob- 

30 tained was throughly dried under reduced pressure and then dissolved in 0.5 mi of dry DMF. Then. 21 ul of 
triethylamine and 17 ul of DPPA were sequentially added thereto at -20* C. and the mixture was stirred. 
Five minutes later, a solution mixture comprising 22 mg of (2RS.4S.5S)-5-amino-2-ethyl-4-hydorxy-7- 
methyloctanoic acid isobutylamide hydrochionde. 22 ul of triethylamine and 8.5 ml of dry DMF. was added 
to the reaction solution, and the mixture was stirred at -20*0 for one hour and at 5*C overnight. Th 

35 reaction solution thereby obtained was diluted with 20 ml of ethyl acetate and washed sequentially with 10 
mi of a 2% sodium hydrogencarbonate aqueous solution and with 10 ml of a saturated sodium chiorid 
aqueous solution. The ethyl acetate layer was separated and dried over anhydrous sodium sulfate. Then, 
the inorganic salt was removed by filtration, and the filtrate was concentrated under reduced pressure. Th 
residue thereby obtained was purified by silica gel column chromatography (chloroform-^methanol = lO'i). 

40 The eluted fractions containing the desired product were collected and concentrated. The residue was 
reprecipitated in an ethyl ether/pentane solution to obtain 33 mg of (2S.4S.5S)-5-{L-N-{(2R or S)-3-(l- 
methyltetrazol-5-yl)sulfonyl-2-(l-naphthylmethyl)propionyl]norleucil}amino-2-ethyM-hydroxy-7- 
methytoctanoic acid isobutylamide as white solid. 
Rf: 0.64, 0.59 (chloroform/methanoi = 10/1) 

45 NMR (300 MHz. CDCIa) 

5ppm: 2.18(0.5H.m). 2.29(0.5H.m). 3.03(1H,m), 4.20(3H.s). 4.28(1H.m). 5.79(0.5H.br t). 5.83(0.5H.br t). 5,98- 
(0.5H.d.J=8Hz). 6.02(0.5H.d.Ja8Hz), 6.15(0.5H.d.J =8Hz). 6.22(0.5H.d.J »8Hz). 7.3l(lH,d.J = 8Hz). 7.38- 
(1H.t,J = 8Hz). 7.55(2H.m), 7.78(1 H. d. J = 8Hz). 787(1 H.d.J = 8Hz). 7.99(1H.d.J = 8Hz) 
IR (KBr) 

50 fcm-: 3320. 2960. 1650. 1550. 1470. 1340. 1 140 



EXAMPLE 5 

55 

(2RS.4S.5S)-5-{L-N-[(2S)-3-(1.3.4-thiadlazol-2-yl)thio-2-(i-naphthyimethyl)propionyl]nori ucyl}amino-2-ethyl- 
4-hydroxy-7-methyloctanoic acid isobutylamide 
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L-N-{(2S)-3-(i .3>thiadiazol'2*yl)thich2«(l-naphthylfnethyl)propionyl}norteucine tert-butyj ester 



37 mg of L-N.{(2RH1-naphthylmethyi)-3-p-toluenesulfonyloxypropionyl}norleudn tert-butyl ester was 
dissolved in 0.5 ml of dry DMF. Then, a solution comprising 21 mg of sodium hydride. 85 mg of 2- 

5 mercapto-i,3.4.thiadiazol and 0.8 ml of dry DMF was prepared and added to the above solution. The 
mixture was r acted at ro m temperature overnight Then, the r action soiuti n was diluted wrth 20 ml f 
ethyl acetate and washed sequentially with 20 ml of water and with 10 mi of a saturated sodium chloride 
aqueous solution. The organic layer was separated, dried over anhydrous sodium sulfate and then 
concentrated under reduced pressure. The residue was purified by silica gel column chromatography (n- 

10 hexane/ethyl acetate = 2/1) to obtain 42 mg of the above identified compound as syrup. 
NMR (300 MHz, CDCI3) 

a ppm: 0.84{3H.t,J = 8.5H2). 1.1-1.4{4H,m) 1 .4-1 .8(2H,m). 3.24<1H,m). 3.4-3.5(2H.m). 3.69(2H.m). 7.34- 
(2H,d,J » 7H2). 7.46(2H,dt J = 7.1 Hz), 7.53(2H.dt.J » 7.1 Hz), 7.70(1 H.m). 7.82(1 H.dd,J = 8.1 Hz), 8.07- 
(1H,ddj = 8,1H2). 9.01 (1H.S) 

rs 

(2) (2RS.4S.5S)-5-{L-N-[(2S)-3-(l.3.4-thiadia20l-2*yt)thtQ-2-(1-naphthylmethyl)pn3pionyl]norleucyl}amrno-2- 
gthyl-4-hydroxy-7-methyloctanoic acid isobutylamide 

20 40 mg of L-N-{(2S)-3-(1.3.4-thiadiazol-2-yl)thio(1-naphthylmethyl)propionyl}norieucine tert-butyt ester 
obtained in step (1) was deprotected in a solution mixture comprising 0.5 ml of dichloromethane and 0.5 ml 
of TFA. The reaction mixture was concentrated under reduced pressure, and the product was adsortsed on 
a resin of DEAE TOYO Peari 650 mesh (OH") by a methanol/water (10/1) solution and then eiuted with a 
0.2N acetic acid solution (methanol/water = 10/1). The eiuted fractions containing the desired product were 

25 collected and concentrated under reduced pressure. The residual syrup was dissolved in 10 ml of ethyl 
acetate and then washed with a saturated sodium chloride aqueous solution (8 ml x 2 times). The organic 
layer was separated, dried over anhydrous sodium sulfate and concentrated under reduced pressure to 
obtain 22 mg of solid L-N.{(2S)-3-(1,3,4-thiadiazol-2-yl)thio-2-(1-naphthylmethyl)propionyllnorleucine: This is 
condensed with (2RS.4S,5S)-5-amtno-2-ethyl-4-hydroxy7-methyloctanoic acid isobutylamide by a usual 

30 DPP A method. The product was purified by silica gel column chromatography (chloroform/methanoi = 
40/1 ) to obtain 2i mg of the above identified compound. 
Rf: 0,15 {chloroform/methanoi = 30/1) 



35 EXAMPLE 6 



(2RS,4S.5S)-5-{L-N-[(2S)-3-(pyrimidin-2-yl)thio-2-(1-naphthylmethyl)propionyl]norieucyl}amino-2-ethyl-4- 
hydroxy-7'methyloctanoic acid isobutylamide 

40 

22 mg of L-N-{(2S)-3-(pyrimtdtn-2-yl)thio-2-(l-naphthylmethyl)propionyl}norleucine tert-butyl ester was 
dissolved in 1 ml of a dichloromethane/TFA (1/1) solution. Three hours later, the solution was concentrated 
under reduced pressure and then azeotropically concentrated with a benzene solution and evaporated to 
dryness. The product is condensed by a DPPA method (triethylamine 18 al. DPPA 12 ul {2RS.4S.5S)-5- 
45 amino-2-ethyl-4-hydroxy-7-methyloctanoic acid isobutylamide 18 mg, dry DMF 2 ml). The product was 
subjected to work up by a usual method and purified by silica gel column chromatography 
(chloroform/methanoi = 40/1 ) to obtain 24 mg of the above identified compound as slightly yellow solid. 
Rf: 0.33 (chtoroform/methanol = 30/1 ) 

so 

EXAMPLE 7 

(2RS.4S,5S)-5-{L-N-[(2S)-3-(pyrimidin-2-yl)sulfinyl-2-(1-naphthylmethyl)propionyl]norleucyl}amino-2-ethyl-4- 
55 hydroxy-7-methyioctanoic acid isobutylamide 

(1 ) L-N-{(2S)-3-(pyrimidin-2*yl)5ultinyl-2-(i-naphthylmethyl)propionyl}norieucine tert-butyl ester 
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29 mg of L-N-{(2S)-3-(pyrimidin-2-yl)thio-2-{1-naphthylmethyl)propionyl}norl6ucin© tert-butyl ester was 
dissolved in a solution mixture connprising 1 m\ of methanol and 0.1 ml of a 30% hydrog n peroxide 
aqueous solution. Then, 2 mg of sodium tungstate dihydrate was added thereto, and the mixtur was stirred 
at room temperature for 3 hours. The reaction solution was diluted with 20 ml of ethyl acetate and washed 

5 with 10 mi of water and then with 10 ml of a saturated sodium chloride aqueous solution. The ethyl acetate 
layer was separated, dried over anhydrous sodium sulfate and then concentrated under reduced pressure. 
The residue was purified by silica gel column chromatography (n-hexane'ethyl acetate « 1/1-1/2) to obtain 
8 mg of the above identified compound i.e. a sulfinyl compound in addition to 12 mg of sulfone compound. 
Rf: 0.14 (n-hexane/ethyl acetate « 1/1) 

70 NMR spectrum (300 MHz, CDCb) 

5ppm: 0.83(1 HXJ » 7.5H2). 0.89(2H,t, J = 7.5H2) 

(2) (2RS,4S,5S)-5-(L'N-[(2S)-3-(pyrimidtn*2'yl)sulfinyl-2-(l»naphthylmethyl)propionyl]norleucyl}amt 
15 ethyl*4'hydroxy-7«methyloctanoic acid isobutylamide 

8 mg of the compound obtained in step (1) was dissolved in 0.2 ml of dichloromethane, and 0.35 ml of 
TFA was added thereto. After 1.5 hours at room temperature, the mixture was concentrated under reduced 
pressure. The residue was dissolved in benzene/pentane solution and concentriated under reduced pressure 

20 to dryness. The residue was dissolved in 0.5 ml of dry OMF and cooled to -15* C. and then 5 al of 
triethylamine. 6 ul of DPPA and a solution in dry DMF (0.3 ml) of 7 mg of (2RS,4S.5S)-5-amino-2-ethyl-4- 
hydroxy*7-methyloctanoic acid Isobutylamide and 4 ul of triethylamine, were sequentially added. The 
mixture was stirred at -15* C for one hour and then at 5* C overnight. Then, the mixture was diluted with 20 
ml of ethyl acetate and washed sequentially with 10 ml of a 4% sodium hydrogen carbonate aqueous 

25 solution with 10 ml of a saturated sodium chloride aqueous solution. The organic layer was separated, dried 
over anhydrous sodium sulfate and then concentrated under reduced pressure. The residue was purified by 
silica gel column chromatography (chloroform/methanol « 30/1) to obtain 7.1 mg of the above identified 
compound. 

Rf: 0.13, 0.17 (chloroform/methanol =» 30/1) 
30 NMR (300 MHz, CDCI3) 

5ppm: 0.8-1. 0(1 SH.m), 1 .0-2.0(1 4H.m). 2.25(1 H.m). 3.8-4.3(1 1H) 



EXAMPLE 8 

35 

(2R or S,4S.5S)-5-{L*N-[(2R or S)-3-ethyisutfonyl-2-(1-naphthylmethyl)proptonyl]nofteucvt}amino-2*ethyl-4. 
hydroxy-7-methyloctanoic acid2-morpholinoethyiamide 

JO 41.1 mg of L-N-(3-ethylsulfonyl-2-naphthylmethyiproptonyl)norieucine was dissolved in 0.25 ml of dry 
DMF. Then, 52 al of triethylamine, 26 ul of DPPA and 0.5 ml of a solution in ary OMF of 49 mg of 
(2RS,4S,5S)-5-amino-2-ethyl-4-hydroxyoctanofC acid 2-morpholinoethylamide dihydrochloride were added 
thereto under stirring at -15*C. The mixture was stirred at room temperature overnight. Then. 20 ml of ethyl 
acetate was added to the reaction solution, and the mixture was washed with water and a saturated sodium 

-i5 chlonde aqueous solution. The organic layer was separated and dried over anhydrous magnesium sulfate. 
Then, the solvent was disttlted off under reduced pressure, and the residue was punfied by siiica gei 
column chromatography (chloroform/methanol = 30'1) to obtain 20.2 mg of the above identified compound 
as white powder. 

Rf: 0.10 (chloroform/methanol » 30/1) 
50 Mass spectrum m/z 731 (M * 1 ) 
NMR (300 MHz, CDCI3) 

fippm: 0.83-1. 02(1 2H.m). 1.1 9-1. 94(1 4H.m). 2.l8-2.59(7H.m), 2.72-2.90(2H.m). 3.00(1 H.d.J = 14H2), 3.25- 
3.92(12H.m). 4.21 (1H.ddd,J= 4.7,1 3Hz). 6.05-6.20(2H.m) 6.28-6.35(1 H.m), 7.32-7.46(2H.m). 7.49-7.64(2H,m). 
7.78(1 H.d, J = 8Hz), 7.88(1 H.d.J = 8Hz). 8.03(1 H.d,J = 8Hz) 

55 

EXAMPLE 9 
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(2RS.4S3Sh5-{L-N-[(2S)-3^thylsulfonyi'2-(4-quinolylmethyl)propiOT ucyi}amin o-2-ethy(-4.hydroxy*7> 
methyioctanoic acid isobutylamid 



5 (1) Ethyl a-diethylphosphono-XA-quinolyQpropionate 

1.2 g of sodium hydride was suspended in 30 ml of dry DMF. and 5.9 ml of ethyl diethyi- 
phosphonoacetate was dropwise added thereto under cooling with ice. The mixture was stirred at room 
temperature for one hour, and 12 ml of a solution in dry DMF of 5.31 g of (4.chloromethyl)quinoline was 

10 added under cooling with ice. Ten minutes later, the reaction solution was returned to room temperature 
and stirred overnight. Then, the reaction solution was acidified by an addition of 200 ml of 0.5N hydrochloric 
acid and washed with 200 ml of ethyl acetate. The aqueous layer was separated and made basic by an 
addition of about 20 g of sodium hydrogen carbonate. The product was extracted with 300 ml of ethyl 
acetate. The ethyl acetate layer was washed with 200 ml of a saturated sodium chloride aqueous solution, 

IS dried over anhydrous sodium sulfate and concentrated under reduced pressure. The residue was purified 
by silica gel column chromatography (ethyl acetate) and dried under reduced pressure to obtain 6.41 g 
(yield: 59%) of the above identified compound as yellow syrup. 
NMR (300 MHz. CDCI3) 

5ppm: l.13(3H,t.J = 7.0H2), 1 .38(3H.t. J = 7.1 Hz), 1 .40(3H,t. J = 7.2H2). 3.40(ddd.J = 23.0,1 0.9.3.6Hz). 3.65- 
20 (lH,m). 3.76(lH.m). 4.10(2H.m). 4.24(4H.m), 7.27(1 H.d.J = 4.9H2). 7.61 (ddd.J'= 8.5.7.0. 1 .6H2). 7.73- 
(ddd.J* 8.3,6.9.1 .5), 8.07(1 Kdd.J = 8.6.1.0). 8.1 2(1 H.dd.J» 8.6.1. OH2). 8.80(1 H.d.J 4.4Hz) 



(2) Ethyl 2'(4-quinotylmethyl)acrylate 

25 ' 

140 mg of anhydrous lithium chloride was dissolved in 7 ml of dry THF. and 3 ml of a THF solution of 
1.04 g of ethyl 2-diethylphosphono-3-(4-quinotyl)propionate was added thereto. Then. 1.7 ml of OBU/THF 
(12/25) was added, and then a 3 ml of a THF solution of 0,14 g of paraformaldehyde was added thereto. 
The mixture was stin'ed at room temperature for one hour, and then the insoluble materials were removed 

30 by filtration. The product collected by filtration was washed with a small amount of benzene, and the 
washed solution was combined with the filtrate. The combined filtrate was diluted with 60 ml of ethyl acetate 
and washed with 40 ml of water and then with 40 ml of a saturated sodium chloride aqueous solution. The 
organic layer was separated, dried over anhydrous sodium sulfate, concentrated and then purified by silica 
get column chromatography (n-hexane/ethyl acetate « 3/1) to obtain 601 mg of the above identified 

35 compound as syrup. 
NMR (300 MHz. CDCI3) 

6ppm: 1.29(3H,t:J = 7.2Hz). 4.11(2H,s). 4.24(2H.q.J = 7.lHz). 5.32(1 H.s). 6.32(1 H.s). 7.24(1 H.d.J =4.3H2), 
7.55(1 H,ddd,J» 8.3.6.8.1 .SHz). 7.71 (1 H.ddd.J » 8.3.6.8,1. 5Hz) 7.97(1 H,dd.J = 8.7,1. 6Hz). * ' 8.13- 
(1 H.dd J ' 7.9.0.7H2). 8.84(1 H.d.J = 4.3Hz) 

40 

(3) 3-Ethylthio-2-(4-quinolylmethyt)propionic acid 

597 mg of ethyl 2-(4-quinolylmethyl)acrylate was dissolved in 3 ml of ethylmercaptan. Then, 50 mg of 
45 potassium tert-butoxide was added thereto, and the mixture was stirred at room temperature for two hours. 
Then, the reaction solution was diluted with 60 ml of ethyl acetate and washed with 40 mi of water and then 
with 40 ml of a saturated sodium chloride aqueous solution. The organic layer was separated, dried over 
anhydrous magnesium sulfate and then concentrated under reduced pressure. The residual syrup was 
purified by silica gel column chromatography (n-hexane/ethyl acetate = 5/2) and dried to obtain 640 mg 
50 (yield: 85%) of the desired product as syrup. 
Rf: 0.47 (n-hexane/ethyl acetate * 1/I) 
NMR (300 MHz, CDCta) 

appm: 1.l0(3H.t,J = 7.3Hz), 1.25(3H.t.J = 7.3Hz). 2.56(2H.q.J « 7.5Hz), 2.74(1 H.dd,J = 1 3.0.7.0Hz). 2,91- 
(1H.dd.J = 13.2.7.2Hz), 3.04<1H.m). 3.39(1 H.dd.J«13.9,8.5Hz). 3-51(1H.dd.J- 13.9,5.9Hz). 4.04(2H.m). 7.26- 
55 (1 H.d.J *4.4H2). 7.59(1.5H.ddd,J = 8.4.6.9Hz). 7.72(ddd.J = 8.3,6.9,1. 4H2). 8.09(1 H.dd,J = 8.7.1. 4H2). 8,12- 
(1 H.dd.J = 9.7.0.9H2). 8.80(1 H.d,J ■ 4.4Hz) 

Then, this product was saponified by using 12 ml of a potassium hydroxide in ethanol/water (IO/I). 
The reaction mixture was left at room temperature for 3 hours and then concentrated at room temperature 
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to a volume of from 2 to 3 ml. The mixture was diluted with 35 ml of water and washed with 40 ml of ethyl 
ether. The aqueous layer was separated and neutralized by an addition of about 10 ml of IN hydrochloric 
acid, and then 5 g of sodium chloride was added th r to. Th aqueous layer was extracted four tim s with 
40 ml of ethyl acetate/ethanol (10/1), and the extract was dried over anhydrous magnesium sulfate. The 
5 inorganic salt was removed by filtrati n, and th fittrat was concentrated under reduced pressur to obtain 
502 mg (yield: 54%) of the above identified compound as white crystals. 
Melting point 168-170* C 

10 (4) L-N-[(2R or S)-3*ethylthio-2*(4-quinolylmethyl)propionyl]norteucine tert-butyl ester 

255 mg of 3-ethylthio-2*(4-quinolylmethyl)-propionic acid was subjected to a condensation reaction with 
0.19 ml (1.5 eq) of triethylamine, 0.26 ml (1.3 eq) of OPPA and 248 mg of L-norieucine tert-butyl ester in 4 
ml of dry DMF. The product was subjected to a usual after treatment and the purified by silica gel column 
)5 chromatography (n-hexaneethyl acetate = 2/1) to obtain 189 mg (yield: 46%) of a diastereomer (polar 
component) and 188 mg (yield: 46%) of a diastereomer (less-polar component), respectively, as syrups. 
NMR (300 MHz, CDCb) 
Polar component 

5ppm: 2.54(2H.m). 2.72(2H.m). 2.93(1 H.dd J *14.2.9.5H2). 3.41 (2Km), 4.34(1 H.m), 5.89(1 H.tf. J a7.5H2) 
20 Less-polar component 

5ppm! 2.59(2H,q J = 7.0Hz). 2.71 (1 H.m), 2.79(1 H.dd.J = 13.1 .7.2). 2.97(1 H,dd,J « 12.8.6.9Hz). 3.33- 
(1H,dd,J = l3.2.9.8H2). 3.55(1 H.dd.J = l3.6.4.3Hz). 4.34(1H,m). 5.74(1H,d.J = 7.5H2) 

25 (5) (2RS.4S,5S)-5-{L-N-[(2S)-3-ethylsulfonyl-2-(4-quinolylmethyl)propionyl]norleucyl}amin6>2-ethyl-4- 
hydroxy-7-methyloctanoic acid isobutylamide 

86 mg of L-N-[(2S>-3-ethylthio 2-(4-quinolylmethyl)propionyi]norleucine obtained as the polar compo- 
nent in step (4) was oxidized with a hydrogen peroxide aqueous solution/sodium tungstate in a usual 
30 manner to obtain 88 mg of L-N-[(2S)-3-ethylsulphonyl-2-(4-quinolylmethyl)propionyl]norieucine tert-butyl 
ester. This was deprotected with a dichloromethanaTfA solution in a usual manner and condensed with 
(2SR,4S.5S)-5-amino-2-ethyl-4-hydroxy-7-methyloctanoic acid isobutylamide by a usual DPPA method to 
obtain 39 mg of the above identified compound. 
Rf: 0.48 (chloroform/ methanol = 10/1) 



EXAMPLE 10 



40 f2RS.4S.5S)-5-{L-N-[(2S)-3-ethylsulfonyl*2-(6-quinolyimethyl)propionyl]norleucyl}amino-2'ethyl-4-hydroxy-7- 
methyloctanoic acid Isobutylamide 



fl) 3-ethytthio-2-{8-quinolylmethyl)propionic acid 

45 

In the same manner as in Example 9 (1) to (3), the above identified compound was obtained from ethyl 
2-diethylphosphono-3-(8-quinolyl)propionate by the Horner-Emmons reaction with formalin, followed by the 
Michael addition reaction with ethylmercaptane and the saponification by means of potassium hydroxide. 
Melting point 143-145*0 
50 NMR (300 MHz, CDCI3) 

5ppm: 1.16(3H.t.J-7.5H2). 2.41(2H,m). 2.83(1 H.dd J =9.1 Hz). 2.96(1H.m). 3.15(1 H.dd.J = 54.12.4Hz). 3.22- 
f1H.dd.J = 4.7,1 4.9Hz), 3.87(1 H.dd.J » 4,2. 14.6Hz), 7.59(2H,m), 7.83(2H.m). 8.38( 1 H.dd.J- 1.1. 8.5Hz). 8.92- 
(1H.dd.J = 1.7.4.7H2) 

55 

(2)' N-[3-ethylsulfonyl-2-(8-quinolylmethyl)propionylnorleucine tert-butyl ester 

114 mg of 3-ethylthio-2-(8-quinolylmethyl)propionic acid obtained in st p (1) was condensed with 
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norleucine tert-butyl ester by a usual DPPA method. The product was purifted by sihca gel column 
Chromatography to obtain 149 mg of a condensed product (yield: 81%). Then, it was subjected to ox.dation 
with a hydrogen peroxide aqueous solution/sodium tungstate in a usual manner, and the product was 
separated and purified by silica gel column chromatography (n-hexane/ethyl acetate = 1/1) to obtain 73 mg 
(yield: 50%) of a polar diastereoisom r and 68 mg (yield: 43%) of a less-polar diast reoisomer. respec- 
tively, as syrups. 
NMR 

Less-polar component 

5ppm: 2.83-3.03(3H.m) . 3.22(1 H.dd.J= 7.3.1 3.0H2). 3.60(1H.m). 3.71(1H.m). 3.87(1 H,ddJ = 9.7,1 4.5H2). 4.32- 



10 (iH.m) 
Polar c 
5 ppni 
(1H,m) 



20 



30 



35 



T^r^Tlz% H,m), 3.08(1 H,dd J = 8.7.13.2H2), 3.53(1H.br). 3.88(dd.J«10ZU.7H2). 3.91(1H.m). 4.42- 



^3) (2RS.4S.5S)-5-{L-N-((2S)-3-ethylsulfonyt-2-(8-quinotylmethyl)propionyl]norleucyl}amin o-2-ethyl-4- 
hydroxy7-methyiocunoic acid isobutylamide 

19 mg of the polar diastereoisomer obtained in step (2) was dissolved in 0.5 mi of dichloromethane and 
Qj TFA, and the solution was reacted at room temperature for 5 hours. Then, the reaction mixture 
was concentrated under reduced pressure. The residue thereby obtained was dissolved in dichloromethane. 
benzene and n-pentane and concentrated under reduced pressure and azeotropicatly dried to obtain 21 mg 
of a solid. This product was condensed with (2RS.4S.5S)-5-amino-2-ethyl-4.hydroxy-7-methyloctanoic acid 
isobutylamide by a usual DPPA method. The product was purified by silica gel column chromatography 
(chlorcform/methanoi = 30/1) to obtain 10 mg of the above identified compound as solid. ■ , 
Rf: 0,54 (chtoroform/methanol = 10/1) 

(4) (2RS.4S.5$)-5-{L-N-[(2R)-3-ethylsulfonyl-2-<8-quinolylmethyl)propionyl]norl eucyl)amino-2-ethy(-4^ 
hydroxy-7'methyloctanoic acid isobutyiamide 

21 mg of the less-polar diastereoisomer obtained in step (2) was treated in the same manner as in st p 
(3), and after the tert-butyl group was deprotected, subjected to the condensation reaction by a DPPA 
method. The product was purified by silica gel column chromatography to obtain 15 mg of the above 
identified compound as white solid, which is the stereo isomer of the compound obtained in step (3). 
Rf: 0.49 (chloroform/methanol « lO/l) 



EXAMPLE 11 

40 



(2R S.4S,SSV5-{L-N°-[2(S)-3-ethylsuHonyl'2-(8-quinolylmethyl)propionyl]histidyl>amino-2-ethyl-4-hydroxy'7- 
methyloctanotc acid isobutylamide 



(1 ) t, -N°-tert-butoxycarfaonyl-N""-triphenylmethylhistidine methyl ester 

1.43 g of L-N«-tert-butoxycarbonylhistidine methyl ester was dissolved in 1 5 ml of dry dichloromethan . 
Then. 1.8 g of triphenylmethyl chloride was added thereto, and 0.18 ml of triethylamine was further added 

50 thereto. The mixture was stirred at room temperature for 30 minutes, and the reaction solution was diluted 
with 150 ml of chloroform. The reaction solution was washed with 100 ml of water and then dried ov r 
anhydrous sodium sulfate. The inorganic salt was removed by filtration, and the filtrate was concentrated 
under reduced pressure and prurified by silica gel column chromatography (chloroform/methanol = 30/1) to 
obtain 2.6 g (yield: 89%) of the above identified compound as white solid. 

55 Rf: 0.31 (chloroform/methanol « 30/1) 



(2) L-N""-triphenylmethylhistidine methyl ester 



53 



EP 0 309 766 A2 



1.2 g of L-N«-tert-butoxycarbonyl-N**"-triphenylmethylhistidine methyl ester was dissolved in 4 ml of 
dichloromethane. Then. 4 ml of TFA was added thereto, and the mixture was left to stand at rcxjm 
temperature for 15 minutes and then immediately diluted by an addition of 50 mi of benzene. The mixture 
was quickly concentrated under reduced pressure. The residue was concentrated under reduced pressure 

5 in the benzene/h xane solution and was azeotropically removed exc ss TFA. The residue was dissolved in 
100 ml of ethyl acetate and washed sequ ntially with 100 mi of a 4% sodium hydrogen cartx)nate aqueous 
solution and with 100 ml of a saturated sodium chloride aqueous solution. The organic layer was dried over 
anhydrous sodium sulfate. The reaction solution was concentrated under reduced pressure, and the residu 
was purified by silica gel column chromatography (chlorofomrvmethanol/conc. aqueous ammonia = 

ro 400/15/0.4). The eluted fractions containing the desired product were collected and dried over anhydrous 
magnesium sulfate. The inorganic salt was removed by filtration » and the filtrate was concentrated under 
reduced pressure to obtain 474 mg (yield: 49%) of the desired product as white solid. 
Rf: 0.59 (chloroform/methanol/conc. aqueous ammonia = 10/0.5/0.2) 
NMR (300 MHz, COCb) 

75 5ppm: 2.87(1 H,dd.J = 14 JHz). 2.99(1 H.dd J = 14.6Hz), 6.59(1Ks). 7.12(6H.m). 7.33(9H.m). 7.37(1H.s) 



(3) L-N°'[3-ethylthlo-2-(8-quinolylmethyl)propionyi]'N'"'-triphenylmethylhistidine methyl ester 

20 69 mg of 3-ethyithio-2-(8-quinolytmethyl)propionic acid obtained in Example 10 (l) and 113 mg of 
N'^'-tirphenylmethyihistidine methyl ester obtained in step (2) of this Example were condensed by a DPPA 
method (52 al of triethyiamine. 65 al of OPPA and 2.6 ml of dry DMF). The product was purified by silica 
gel column chromatography (benzene/methanol » 25/1) to obtain 64 mg of hygroscopic solid as a mixture 
of diastereomers. 

25 NMR (300 MHz, CDCh) 

5ppm: l.08(3H,b(2.Ja7.5Hz). 3.58.3.66(3H,sx2) 



(4) L-N''-[2(R or S)-3*ethylsulfonyl-2'(8^uinolylmethyl)propionylhN'^'triphenylmethylhistidine 

30 

61 mg of L-N°-[3-ethylthio-2-(8-quinolylmethyl)propionyl]-N""-triphenylmethylhistidine methyl ester ob- 
tained in the proceeding step was dissolved in 1 ml of methanol. Then, 1 ml of a 2N potassium hydroxide 
solution (methanol/water » 10/1) was added thereto, and the mixture was stin-ed at room temperature for 
1.5 hours. Then, the reaction solution was neutralized with IN hydrochloric acid under cooling with ice. The 

35 reaction solution was diluted with 10 ml of a saturated sodium chloride aqueous solution and extracted with 
ethyl acetate (20 ml x 2 times), and the extract was concentrated under reduced pressure. The residue was 
dissolved in 2.2 ml of methanol/30% hydrogen peroxide aqueous solution (10/1). Then. 4 mg of sodium 
tungstate dihydrate was added thereto, and the mixture was stirred for two hours. The reaction solution was 
diluted with 20 ml of ethyl acetate and washed with 10 ml of a saturated sodium chloride aqueous solution. 

40 The organic layer was dried over anhydrous magnesium sulfate and evaporated under reduced pressure to 
dryness to obtain 53 mg of the above identified compound as yellow solid. 
Rf: 0.28. 0.36 (chloroform/methanol/33% acetic acid = 10/1/0.5) 



•'S (5) f2SR.4S.5S)'5-{L*N''*(2(R or S)-3*ethylsulfonyt^2-(8-quinolylmethyl)propionyl]histidyl}amino-2*ethyl-4- 
hydroxy'7«methyloctanoic acid isobutylamide 

53 mg of L-N*-(2(R or S)-3^thylsulfonyl-2-(8-quinolylmethyl)propionylJ-N""-trlphenylmethylhistidine ob- 
tained by the proceeding step was condensed with 30 mg of (2SR,4S.5S)-5-amino-2-ethyi-4-hydroxy-7- 

50 methyloctanoic acid isobutylamide by a DPPA method (20 ut of triethyiamine and 0.8 ml of DPPA). The 
product was subjected to work up in a usual manner and purified by silica gel column chromatography to 
obtain 63 mg of yellow solid. This product was dissolved in i.O ml of dichloromethane. and 0.5 ml of TFA 
was added to remove the protective group for the trityl group. The product was concentrated and dried 
under reduced pressure, and then stereoisomers of the above identified compound were separated by 

55 means of preparative TLC (Merck Art 5715) to obtain 14,3 mg of a polar component (identified as the titled 
compound) and 9.4 mg of a less*polar component. 
Rf: (benzene methanol « 10/1) 
Polar component: 0.16 
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Less*polar component: 0.20 



TO 



EXAMPLE 12 

(2RS,4S,5S)-5-{L-N-[(2R or $h5'ethylthio-2-(1 -naphthylmethyl)pentanoyllnorleucyl} amino-2-6ttiyM-hydroxy 
7-methy(octanoic acid isobutyiamrde 

(1) Ethyl 2-diethylphosphono-5-(2-tetrahydropyranyiQxy)pentanoate 

0.58 ml of 3-bromo-l*propanol was dissolved In 6 ml of dry dichloromethane. and i^ ml of 
dihydropyrane and 10 mg of dry p-toluenesulfonic acid were added ttiereto. The mixture was stirred at 

15 room temperature overnight The reaction solution was separated with 30 ml of chloroform and 15 ml of a 
4% sodium hydrogencarbonate aqueous solution. The organic layer was washed with water and dried over 
anhydrous magnesium sulfate, and the solvent was distilled off under reduced pressure. The residue was 
separated by silica gel column chromatography (chlorofonn). Then, the fraction containing the product was 
purified by silica gel column chromatography (n-hexane/ethyl acetete = 20/1). The combined fracti n 

20 containing the product was subjected to the removal of tiie solvent under reduced pressure to obtain 1 .44 g 
of 3-bromo-1-(2-tetrahydropyranyloxy)propane as colorless oily substance. 
Rf: 0.33 (n-hexane/ethyi acetate = 10/1) 

215 mg of sodium hydride (50% in oil) was washed three times witti n-hexane under argon atmosphere 
to separate the oil. The powder obtained after drying was suspended in 1.5 ml of dry DMF under an argon 

25 stream, and the suspension was cooled to O'C. Then, to tiiis mixture. 0,9 ml ot ethyl diethyl- 
phosphonoacetate was dropwise added over a period of one hour. The mixture was stin-ed at room 
temperature for 30 minutes and cooled to O' C. Then. 1.23 g of 3-bromo-H2-tetrahydropyranyloxy)propan 
was added thereto. The mixture was stirred at room temperattire overnight and at 65 C for 8 hours. The 
mixture was poured into 15 ml of water and exti-acted tiiree times with 20 ml of chlorofonn. The organic 

30 solvent layer was washed with water and dried over anhydrous magnesium sulfate. The solvent was distill d 
off under reduced pressure. The residue was separated by silica gel column chromatography (n- 
hexane/etiiyl acetate = 2/1). The fraction containing the product was again purified by silica gel column 
chromatography to obtain 583 mg of ethyl 2-diethylphosphono-5-(2-teti'ahydropyranyloxy)pentanoate as 
colorless oily substance. 

35 Mass spectrum m/z 367(M* + 1) 

Rf: 0.33 (n-hexane/ethyl acetate = 1/5) 



(2) Ethyl (2RS)-0-naphthylmethyt)-5'(2-tetrahydropyranyloxy)-2'pentanoate . 

40 

(a) 579 mg of lithium chloride was suspended In 20 ml of dry THF under an argon sti-eam, and 5.0 g of 
ethyl 2-diethylphosphono-5-(2-tetrahydropyranyloxy)pentanoate was added under stirring. After stirring the 
mixture for 5 minutes at room temperature. 2.6 g of DBU was added, and the mixture was stirred at room 
temperature for 10 minutes. Then. 1.7 g of a-naphttioaldehyde was added, and the mixture was stirred at 

45 room temperature overnight. Then, the reaction solution was neutralized with IN hydrochloric acid under 
cooling with ice and extracted with ethyl acetate. The ethyl acetate layer thereby obtained was washed with 
water and with a saturated sodium chloride aqueous solution and dried over anhydrous sodium sulfate. The 
solvent was distilled off under reduced pressure, and the residue was purified by silica gel column 
chromatography (n-hexane/ethyl acetate = 10/1) to obtain 3.37 g of ettiy! 3-(l-naphthyl)-2-(3-(2- 

50 tetrahydropyranyloxy)propyl]-2-propenoate as slightly yellow oily substance. 
Rf: 0.15 (n-hexane/ethyl acetate = 10/1) 
NMR (300 MHz. CDCb) 

S ppm: 1.20-1.52(8H). 1.65(1H.m). 178(2H.m). 2.51 (2H,m). 3,25(1 H.m). 3.33(1 H,m), 3.S7-3.74<2H.m), 4.27- 
(1H.m). 4.35(2H.q,J»7Hz). 7.36-7.56(4H). 7.78-7.95(3H), 8.18(1H,S) 
55 (b) 3,37 g of etinyl 3-{i-naphthyl)-2-[3-(2-teti'ahydropyranyloxy)propyll-2*propenoate was dissolved in 5 
mi of ethanol and hydrogenated under atmospheric pressure by means of 10% palladium carbon. Th 
reaction mixture was subjected to filtration, the solvent ef the filtrate was distilled off under reduced 
pressure to obtain 3.36 g of ethyl (2RS)-2-(1-naphthyimethyl)-5-(2-tetrahydropyranyloxy)pentanoate as oily 
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substance. 

Rf: 0.18 (n-he)eane'ethyl acetate s io/1) 
NMR (300 MH2. CDCh) 

appm: 1.10(3H.tJ = 7.5Hz), 1 .42-1. 91(1 OH). 2.89(1 H»m). 3.22(1 H.m), 3.29-3.50(3H). 3.64-3.84(2H.m). 4.04- 
s f2H.qJ=7.5Hz). 4.52(1H.m). 7.35(2H.m). 7.50(2H.m). 7.73(1 H.d. J =8H2), 7.85(1 H.d.J « 8H2). 8.03- 
(1H.d.J = 8Hz) 



(3) (2RS)-5*ethy [thio-2-(l -naphthylmethyl)pentanotc acid 

w 

(a) 3.36 g of ethyl (2RS)-2-(1-naphthylmethyl)-5-{2-tetrahydropyranyloxy)pentanoate was dissolved in 19 
ml of methanol. Then, 3 ml of IN hydrochloric add was added, and the mixture was stirred at room 
temperature for two hours. The reaction solution was neutralized with a saturated sodium hydrogencar- 
bonate aqueous solution under cooling with ice, and the solvent was distilled off under reduced pressure. 

75 To the residue, 1 5 ml of water was added, and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with water and with a saturated sodium chloride aqueous solution and then dried 
over anhydrous sodium sulfate. On the other hand, the separated aqueous layer was adjusted to pH2 with 
1 N hydrochloric acid under cooling with ice and then extracted with ethyl acetate. This ethyl acetate layer 
was also washed with water and with a saturated sodium chloride aqueous solution and dried over 

20 anhydrous sodium sulfate. The organic layers were put together, and the solvent was distilled off under 
reduced pressure to obtain 2.31 g of a mixture of the ethyl ester and methyl ester of (2RS)-5-hydroxy-2-(i- 
naphthylmethyOpentanoic acid was obtained as coloriess oily substance. 
Rf: 0.40. 0.44 (n-hexane/ethyl acetate = 1/1) 
NMR (300 MHz. CDCI3) 

25 5ppm: 1.10(3Hx0.5.t.J = 7.iH2). 1.48-1.90(8H). 2.89(1H,m). 3.20(1Km) 3,42(1Km). 3.58(3Hxd.5.s). 3.61- 
(2H.t.J » 7.9H2), 4.03(2Hx0.5.q.J = 7.1 Hz). 7.27-7.40(2H,m), 7.44.7.58(2H). 7.73(1 H.d J = 7.9Hz), 7.86- 
(1 H.d.J = 7.9Hz). 8.01 (1 H.d. J = 7,9Hz) 

(b) 2.31 g of the mixture of the ethyl ester and methyl ester of (2RS)-5-hydroxy-2-(l-naphthylmethyl)- 
pentanoic acid was dissolved in 35 ml of dry pyridine, and 1 .69 g of p-toluenesulfonyl chloride was added 

30 thereto. The mixture was stirred at room temperature overnight. The reaction solution was concentrated 
under reduced pressure, and 200 ml of ethyl acetate was added to the residue. The ethyl acetate layer was 
washed with a 5% potassium hydrogensulfate aqueous solution, with a 5% sodium hydrogencarbonate 
aqueous solution and with a saturated sodium chloride aqueous solution and dried over anhydrous sodium 
sulfate. The solvent was distilled off under reduced pressure and the residue was purified by silica gel 

35 column chromatography (n-hexane/ethyl acetate = 5/'l) to obtain 643 mg of ethyl (2RS)-2-(l-naphthyl- 
methyl)-5-p-toluenesuifonyloxypentanoate. 184 mg of methyl (2RS)-2-(i-naphthy!methyl)-5-p-toluenesul- 
fonyioxypentanoate and 650 mg of a mixture of the two compounds. 



40 Ethyl ester 

Rf: 0.37 (n-hexane ethyl acetate = 3'1) 
NMR (300 MHz. COCh) 

appm: 1.07f3H.t.J = 7.1Hz). 1.52-1 .80f4H) 2.4l(3H.s). 2.78(1H.m). 3.12(1H,m). 3.38(1H.m), 3.98(2H.m). 4.01- 
45 (2H.q,J»7.1H2). 7.20-7.40(4H). 7.44-7.57(2H). 7.74(3H). 7.85( 1 H.d.J = 7.9Hz). 7.95(1 H.d.J » 7.9Hz) 



Methyl ester 

50 Rf: 0.30 (n-hexane ethyl acetate - 3/1) 
NMR (300 MHz. CDCI3) 

5ppm: 1.50-1 .82(4H). 2.42(3H.s). 2-80(1H.m). 3.12(1H.m). 3.40(1H.m). 3.54(3H.s). 3.95(2H.m). 7.20-7.3l(4H). 
7.35-7.60(2H). 7.74(3H). 7.85(1 H.d.J = 7.9Hz). 7.96(1 H.d.J »7.9Hz) 

55 (c) 454 mg of sodium hydride (60% in oil) was washed three times with n-p ntan under an argon 
stream to remove the oil. Th powder obtain d after drying was suspended in 10 ml of dry DMF under an 
argon stream, and 882 mg of ethyimercaptan was added thereto' under stirring at 0*C. The mixture was 
stirred at room temperature for one hour. The susp nsion thus prepared was added to a solution in dry 
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DMF (10 ml) of 1.47 g of the mixture of the ethyl ester and methyl ester of (2RS)-2-<1-naphthylmethyl^^p- 
toluen sulfonyloxypentanoic add under stirring with ice. Th mixture was stirred at room temperature for 
one hour. Then. 25 ml of water was added and then 200 ml of benzene was added to the reaction solution. 
The organic layer was separated, washed with water and with a saturated sodium chloride aqueous solution 
and dri d ov r anhydrous sodium sulfat . Th n. th solv nt was distilled off under reduced pressur to 
obtain 12 g of a mixture of the ethyl ster and methyl ester of (2RS>-5-ethytthio-2-(l-naphthyim thyl)- 
pentanoic acid. 

Rf: 0.68. 0.63 (n-hexane/ethyl acetate - 3/1) 
NMR (300 MHz, COCI3) 

5ppm- 1l9(3H,t.J=7.lHz). 1.29(3Hx0.5.tJ»7.1Hz). 1 .45-1 .68(3H). l.aO(IH.m). 2.45(3H.m), 2.66(1H,m). 
2.82(1 H.m). 3.16(1 H,m). 3.38<1H,m). 3.54<3HxO.S.s), 3.98(2Hx0.5.q.J » 7.1 Hz). 7.22-7.36(2H). 7.40.7.53(2H). 
7.68(1 H.d,J = 7.9Hz). 7.81(1H.d,J *7.9Hz). 7.97{1H.d,J =7.9Hz) 

(d) 12 g of the mixture of the ethyl ester and methyl ester of (2RSV5-ethylthio-2-(i-naphthylmethyl>- 
pemanoic acid was dissolved in 12 ml of ethano»A«rater (IO/1). Then, 9.3 ml of a solution of 2N potassium 
hydroxide in ethanol/water (10/1) was dropwise added thereto under stirring. The mixture was stirred at 
room temperature overnight. Then, the reaction solution was concentrated under reduced pressure to about 
3 ml. and then 40 ml of water was added thereto. The aqueous solution was adjusted to pH2 by an addition 
of m hydrochloric acid under cooling with ice and then extracted with ethyl acetate. The ethyl acetate layer 
was washed with water and with a saturated sodium chloride aqueous solution and then dried over 
anhydrous sodium sulfate. Then, the solvent was distilled off under reduced pressure to obtain 953 mg of 
(2RS)-5-ethy ithio-2-(1 -naphthylmethyl)pentanoic acid. 
Rf: 0.42 (chloroform/methanol/acetic acid « 10/0.5/0.1) 

NMR (300 MHz. CDCta) ^ ^ ^^^^^^ 

Sppm: 1.22(3H.t,J = 7.1Hz). 1.49-1.91{4H) 2.42-i55(4H), 2.90(1 H.m). 3.20(1 H,m). 3.50{1H.m), 7.30-7.42(2H) 
25 7.45-7.58(2H). 7.75(1 H,d,J = 7.9H2) 7.88(1 H.d J - 7.9Hz). 8.02(1 H.d.J - 7.9H2) 



20 



(4) L-N-[(2R or S)-5-ethylthio-2-(1-naphthyimethyl)pentanoyl]norleucine 

30 (a) 953 mg of (2RS)-5-ethylthio-2-(1-naphthylmethyl)pentanoic acid was dissolved in 9 ml of dry OMF. 
and 649 mg of L-norleucine tert-butyl ester, 782 mg of 1-hydroxybenzotriazol and 904 mg of OCC were 
added under cooling with ice. The mixture was stin-ed at room temperature overnight. The precipitated 
dicyclohexyl urea was removed by filtration, and the precipitates were washed with a small amount of a 
solvent mixture of n-hexane/ethyl acetate (4/1). The washing solution was combined to the filtrate. Then, 100 

35 ml of ethyl acetate was added to the filtrate, and the ethyl acetate layer was washed with a 10% citric acid 
aqueous solution, with water, with a 4% sodium hydrogencarbonate aqueous solution, with water and with a 
saturated sodium chloride aqueous solution and dried over anhydrous sodium sulfate. The solvent was 
distilled off under reduced pressure. To the residue, a small amount of chloroform was added, and 
insolubies were removed by filtration. Then, the solvent in the filtrate was distilled off. The residue was 

40 purified by silica gel column chromatography (n-hexane/ethyl acetate « 7/1) to obtain 1.23 g of L-N-((2RS)- 
5-ethylthio-2-(1-naphthylmethyl)pentanoyllnorieucine tert-butyl ester. 610 mg thereof is further purified by 
silica gel column chromatography (toluene/ethyl acetate » 25/1) to obtain 280 mg of L-N.[(2R or S)-5- 
ethylthio-2-(1-naphthylmethyl)pentanoyllnorieucine tert-butyl ester having a high Rf value and 210 mg of L- 
N-((2R or S)-5-ethylthio-2-(1-naphthylmethyl)pentanoy!]norleucine tert-butyl ester having a low Rf value. 

45 

(2R or S) isomer having a high Rf value 

Rf: 0.53 (n-hexane/ethyl acetate » 3/1) 
50 NMR (300 MHz, CDCI3) 

fippm: 0.85(3H.t.J'= 7.5Hz), 1.06.1.32(7H) 1.40(9H.s). 1 .45-1 .80(5H). 1.90(1 H.m). 2.40-2.60{5H). 3.20(1 H.m). 
3.36(1 H,m). 4.33(1 H.m), 5.72(1 H.d.J = 7.9Hz). 7.21 -7.40(2H). 7.45-7.S8(2H), 7.70(1 H,d,J = 7.9H2). 7.84- 
(1 H.d.J = 7.9Hz). 8.01 (1 H,d,J = 7.9Hz) 

55 

(2S or R) isomer having a low Rf value 
Rf: 0.49 (n-hexane/ethyl acetate = 3/1) 
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NMR (300 MHz. CDCI3) 

5ppm: 0.60(2H,m). 0 J6(3H.t J « 7.5H2). 1.06(2H.mK 1.17-1.35(5HK 1.40(9H,s) 1 .56-1 .81(5H). 1.92(1H.m). 
2.45-2.60(SH). 3.29(2H). 4.32(1 H.m). 5.46(1 H.d, J «7.9H2). 7.26-7.40(2H). 7.45-7.59(2H). 7.70(1 H.d J - 7,9Hz). 
7.84(1 H.d.J = 7.9Hz), 8.00(1 H.d.J « 7.9Hz) 

5 

(b) 23.5 mg of L-N-[(2R or S)-5-ethylthio-2-(l -naphthylm thyOpentan yllnorlaucin tert-butyl ester was 
dissolved in 0.2 ml of dichloromethane. and 0.1 n\\ of trifiuoro acetic acid was added thereto. The mixture 
was stirred at room temperature for four hours. Then, the reaction solution was concentrated under reduced 
pressure to obtain 20.7 mg of L-N [(2R or S)-5-ethylthio-2*(l-naphthylmethyl)pentanoyl]norteuc»ne as 
TO colorless solid. 

Rf: 0.39 (chloroform/methanol/acetic acid = 10/0.5/0.1) 



(5) (2RS.4S.5S)-5-{L-N-((2R or S)-5'ethytthio*2'(l'naphthylmethyl)pentanoyl]norleucyi}amino-2-ethyt-4- 
75 hydroxy 7'methyloctanoic acid isobutylamide 

20.7 mg of L-f*4*[(2R or S)-5^thytthio-2-(1-naphthylmethyl)pentanoyl]norleucine was dissolved in 0.5 ml 
of dry DMF. Then. 17.4 ul of triethylamine, 12.9 ul of DPPA and 20 mg of (2RS.4S,5S)-5-amino-2-ethyi 4- 
hydroxy- 7-methyfoctanoic acid isot>utylamide monohydrochloride was added thereto under stirring at 

20 -15*C. The mixture was stirred at the same temperature for one hour and then at 5*C overnight. The 
reaction solution was diluted with 20 ml of ethyl acetate, washed with water and with a saturated sodium 
chloride aqueous solution and dried over anhydrous sodium sulfate. Then, the solvent was distilled off under 
reduced pressure. The residue was purified by silica gel column chromatography (chloroform/methanoi - 
50/1) to obtain 16.9 mg of (2RS.4S.5S)-5-{L-N-((2R or S)-5-ethytthio-2-(l-naphthylmethy))pentanoyl}- 

25 norleucyl}amino-2"ethyl-4-hydroxy-7-methyloctanoic acid isobutylamide as coloriess solid. 
Rf: 0.30, 0.34 (chloroform/methanoi « 20/1) 
Mass spectrum m/z 670(M* + 1 ) 
NMR (300 MHz. COCh) 

5ppm: 0.80-0.98(1 8H). 1.14-1.90(22H). 2.18(0.5H.m), 2.31(0.5H.m). 2.39-2.64(4H), 2.93-3.42(4H). 3.60(lH.m) 
30 3.83(1 H.m). 4.31 (1H.m). 5.80(0.5H.m). 5.92-6.1 8(2H). 6.28(0.5H.m). 7.22-7.40(2H). 7.45-7.58(2H.m). 7.72- 
(1H.d,J = 7.9Hz), 7.85(1 H,d.J»7.9H2), 7.98(1 H.m) 



EXAMPLE 13 

(2RS.4S.5S)-5-{L-N-{(2R or S)-5-ethylsulfonyl-2-(1-naphthylmehtyl)pentanoyi]norleucyl}amino-2-ethyl-4- 
hydroxy-7-methyloctanoic acid isobutylamide 

(1) L-N-[(2R or S)>5-ethylsulfonyl-2-(1-naphthylmethyl)pentanoyl]norieucine tert-butyl ester 

600 mg of L-N-{(2RS>-5-ethylthio-2-(1-naphthylmethyl)pentanoyl]norleucine tert-butyl ester was dis- 
solved in 10 ml of methanol, and 2.3 ml of a hydrogen peroxide aqueous solution (30%) and 65 mg of 

•15 sodium tungstate dihydrate were added thereto. The mixture was stirred at room temperature for 30 
minutes. The reaction solution was diluted with 100 ml of ethyl acetate and washed with water and with a 
saturated sodium chloride aqueous solution and then dried over anhydrous sodium sulfate. The solvent was 
distilled off. and the residue was purified by silica gel column chromatography to obtain 315 mg of an 
isomer having a high Rf value of L-N-[(2R or S)-5-ethylsulfonyl-2-(1-naphthylmethyl)pentanoyl]norleucine 

so tert-butyl ester and 318 mg of an isomer having a low Rf value. 



Isomer having a high Rf value 

55 Rf: 0.29 (benzene/ethyl acetat « 3/1) 
NMR (300 MHz. CDCb) 

5ppm: 0.87(3H.t.J«7.1Hz), 1.04-1 .45(16H). 1.50-2.05(6H), 2.58(1 Hjn), 2.90(4H.m). 3.20(2H.m), 3.38(2H.m). 
4.30(1 H.m), 5.80(1 H,d.J« 7.9Hz). 7.24-7.40(2 H). 7.52(2H.m), 7.72(1 H.d.J = 7.9Hz). 7.85(1 H.d.J « 7.9Hz) 8.00- 
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{lH,d,J-7,9H2) 



Isomer having a low Rf value 

Rf: a27 {benzene/ethyi acetate « 3/1) 



(2) L-N-t(2R or S)-5'6thylsutfonyl*2-(1'naphthylmethyl)pentanoyllnorleucine 

25.8 mg of the isomer having a high Rf value of L-N-((2R or S}-5-ethyl5ulfonyl-2-<1-naphthylmethyl)- 
pentanoyllnorleucine tert-butyl ester was dissolved in 0^ ml of dichloromethane. Then, 0.1 ml of TFA was 
added thereto, and the mixture was stirred at room temperature for 4 hours. Then, the reaction solution was 
concentrated under reduced pressure. The residue thereby obtained was diluted with diethyl ether and 
concemrated under reduced pressure. This operation was repeated to obtain 22.9 mg of L-N-[(2R or S)-5- 
ethylsulfonyl-2-(l-naphthylmethyl)pentanoyl]norleucine. 
Rf: 0,35 (chioroform/methanol/acetic acid « 10/0,5/0.1) 



20 (3) (2RS.4S.5S)-5'{L-N-[(2R or S)-5^thylsulfonyl*2'(1'naphthylmethyl)pentanoyl]norleucyl>aminO'2'ethyl'4- 
hydfoxy7-methyloctanoic acid isobutylamide 

22.9 mg of L-N-[(2R or S)-5-ethylsulfonyl-2-(l-naphthylmethyl)pentanoyl]norleucine was dissolved in 0.2 
ml of dry DMF. and 6.23 mg of triethylamine and 16.9 mg of DPPA were added under stirring at -15 C. 

25 Then, 26.8 mg of (2RS,4S,5S)-5-amino-2-ethyl-4-hydroxy-7-methyloctanoic acid isobutylamide mon- 
ohydrochloride was dissolved in 0.1 ml of dry DMF and neutralized with 8.79 mg of triethylamine. This dry 
DMF solution was added to the previous reaction solution, and the mixture was stirred at -lO C for one 
hour and at 5*C overnight. The reaction solution was diluted with 20 ml of ethyl acetate, and the ethyl 
acetate layer was washed with water and with a saturated sodium chloride aqueous solution and dried ov r 

30 anhydrous sodium sulfate. Then, the solvent was distilled off, and the residue thereby obtained was purified 
by silica gel column chromatography (chloroform/methanol = 75/1) to obtain 18.2 mg of (2RS.4S.5S)-5-{L- 
N-[(2R or S)-5-ethylsulfonyl-2-(1 -naphthylmethyl)pentanoyllnorleucy(}amino-2-ethyl-4.hydroxy-7-methyloc- 
tanoic acid isobutylamide as colorless solid. 
Rf: 0.27. 0.31 (chloroform/methanol = 20/1) 

35 Mass spectrum m/z 702(M* +1) 
NMR (300 MHz, CDCb) 

5ppm: 0.80-1. 00(1 8H). 1.17-1.40(8H). 1 ,40-1 .70(7H). 1 .70-2.00(6H). 2.20(0.5H.m). 2.30(0.5H.m). 2.62(1 H.m). 
2.78-3.08(4H). 3.l8(2H.m) 3.35(2H,m), 3.62(1 H.m), 3.82(1 H,m), 4.26(1 H.m), 5.78(0.SH,m), 5.80(O.5H,m), 
6.05(2H.m), 7.22-7.42(2H). 7.52(2H.m), 7.74(1 H.d.J « 7.9Hz). 7.86(1 H.d.J = 7.9Hz). 7.96(1 H.d.J = 7.9H2) 

40 

EXAMPLE 14 



45 (2RS.4S.5$)-5'{L-N°-[(2RS)-3'ethyisulfonyl-2-(1-naphthylmethyl)propionylhN""- 

t riphenylmethyihistidyl}aminQ-2-ethyi'4-hydroxy-7-methyloctanoic acid isobutylamide 

(a) 53 mg of L-N°-[(2RS)-3-ethylsulfonyl-2-(1-naphthylmethyl)propionyll-N*'"-triphenylmethylhistidine 
methyl ester was dissolved in 0.8 ml of methanol/water (10/1), and 0.387 ml of a solution of IN potassium 

50 hydroxide in methanol/water (10/1) was added thereto. The mixture was stin-ed at room temperature for 50 
minutes. The mixture was neutralized with IN hydrochloric acid under cooling with ice. and 20 mi of ethyl 
acetate was added thereto. The ethyl acetate layer was washed with water and with a saturated sodium 
chloride aqueous solution and dried over anhydrous sodium sulfate. The solvent was distilled off. and the 
residue thereby obtained was purified by silica gel column chromatography (chtorofornrv'methanol/acetic 

55 acid = 15/1/0.15). The fractions containing the desired product were collected, and the organic layer was 
washed with a 4% sodium hydrogencarbonate aqueous solution and with a saturated sodium chloride 
aqueous solution and dried over anhydrous sodium sulfate. -Then, the solvent was distilled off to obtain 49 
mg of L-N«-[(2RS)-3-ethylsulfonyl-2-(i-naphthylmethyl)propionyl]-N*'"-triphenylmethylhistidine as colort ss 
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solid. 

Rf: 0.56. 0.44 (chloroform/methanol/acetic acid = 10/1 .SO.l) 

(b) 33.5 mg of L-N**-[3-6thylsulfonyl-2-(Vnaphmylmethyl)propwnylhN*"-triphenylmemylhtsti was 
dissolved in 0.4 ml of dry DMF, and 5.92 mg of triethyiamine and 16.1 mg of DPPA were added th reto 

5 under stirring at -15* C. Further. 6.9 mg of triethyiamine and a dry DMF solution (0.4 ml) of 21.1 mg of 
(2RS.4S.5S)-5-amino-2-ethyl-4-hydroxy-7-methyloctanoic acid isobutylamide monohydrochloride were ad- 
ded thereto, and the mixture was stirred at the same temperature for two hours and at room temperature 
overnight. The reaction solution was diluted with 20 ml of ethyl acetate, and the ethyl acetate layer was 
washed with water and with a saturated sodium chloride aqueous solution and dried over anhydrous sodium 

10 sulfate. Then, the solvent was distilled off, and the residue was purified by silica gel column chromatog- 
raphy (chloroform/methanol = 40/1) to obtain 37.5 mg of (2RS.4S,5S)-5-{L-N«[{2RS)-3^thylsulfonyl-2-(i- 
naphthylmethyl)propionyi]-N*^-triphenylmethylhistidyl}amino-2-ethyl^hydroxy-7-methyloctw acid 
isobutylamide as coioriess solid. 
Rf: 0.27 (chloroform/methanol = 20/1) 

J5 Mass spectrum m/z 940(M * + 1 ) 



EXAMPLE 15 

20 

f2RS.4S.5S)-5-{L-N°-[(2S)-3 ethylsulfonyl-2-(1-naphthylmethyl)propionyl]histidyl}:jiethyl-4-hydroxy-7- 
methyloctanoic acid isobutylamide 

28 mg of (2RS,4S,5S)-5-{L-N<»-[(2RS)-3-ethylsulfonyl-2-(1-naphthylmethyl)propionyll-N""- 
25 triphenylmethylhistidyl}amino-2-ethyl-4^ydroxy-7-methytoctanoic acid isobutylamide obtained in the above 
step (b) was dissolved in 0.4 ml of dichloromethane.and 0.1 ml of TFA was added thereto. The mixture was 
stirred at room temperature for 3 hours. The solvent was distilled off. and benzene was added to the 
residue, and the solvent was distilled off. This operation was repeated twice. The residue was dissolved in 
15 ml of ethyl acetate, and the ethyl acetate layer was washed with a 4% sodium hydrogencarbonate 
00 aqueous solution with water and with a saturated sodium chloride aqueous solution and dried over 
anhydrous sodium sulfate. The solvent was distilled off. the residue was purified by silica gel column 
chromatography (chloroform/methanol « 20/1) to obtain 6.2 mg of (2RS.4S.5S)-5-{L-N®-{(2S)-3- 
ethylsulfonyl-2-(1-naphthylmethyl)propionyl]histidyl}amino-2-ethyl-4-hydroxy7-methyloctanoic acid 
isobutylamide. 
35 Rf:0.11 (chloroform/methanol = 10/1) 
Mass spectrum m/z 698(M* 1) 
NMR (300 MHz. CDCI3) 

5 ppm: 0.56-1 .00(1 4H). 1.10-1.81(12H). 2.24(0.5H). 2.34(0.5H), 2.70-3.28(9H). 3.40-3. 88(5H). 4.72(1H.br). 
6.44(1H.br). 6.56(1 H,br). 6.94(1H), 7.22-7.40(2H). 7.40-7.55(3H) 7.72(1 H.d.J -T.gHz). 7.82(1H.m), 8.02(1H.m) 

•JO 

EXAMPLE 16 



45 f2RS.3RS.4S)-4-{L*N-[3-ethylsulfonyl-2-(l-naphthylmethyt)propionyllnorleucyl}aminO'5'Cyctohexyi-T- 
morpholino-2.3-pentandiol 



(1) L-N-benzyloxycarfaonylcyciohexylalanine 3.5-dimethylpyrazolide 

50 

(a) 2 g of L-phenytalanine was dissolved in 30 ml of 50% acetic acid, and high pressure hyorogenation 
was conducted (hydrogen pressure: 50 kg/cm^. 40-70' C. two hours) by an addition of 200 mg of platinum 
oxide. The catalyst was removed by filtration, and the solvent was distilled off under reduced pressure to 
obtain 2.2 g f L-cyclohexylalanine as coioriess needles. 
55 (b) 2.2 g of L-cycloh xylalanine was suspended in 8 ml of wat r and dissolved by an addition of 2 7 mi 
of triethylamin . Then. 8 ml of a dioxan solution of 4.2 g of S-(benzyloxycarbonyl)*4.6-dim thyl-2- 
m rcaptopyrimidin was added thereto, and the mixture was stirted at room temperatur for two hours. 
Aft r an addition of 100 ml of water, the reaction mixture was extracted with ethyl acetate. Then, the 
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aqueous layer was adjusted to pH2 with 6N hydroctHoric acid at 0 C. The aqueous lay r was extracted w.th 
ethyl acetate, and the ethyl acetate layer was washed with IN hydrochloric acid and a saturated sodium 
chlorid aqueous solution and then dried over anhydrous magnesium sulfate. The solvent was distilled off 
under r duced pr ssure to obtain 4.1 g of L-N-benzyl xycarbonylcyctohexylalanine as colorless oily 

5 substance. 

Rf: 0.48 (benzene/methanol/acetic acid = 10/1/0.5) 

(c) 2 g of L-N-benzytoxycarbonylcyclohexylaianine was dissolved in 20 ml of dichloromethane. and 0.84 
g of 3.5-dimethylpyra20le was added thereto. Further. 1.8 g of DCC was added thereto, and the mixture was 
stin-ed at from 0 to 8* C overnight The precipitates were removed by fittration. and the solvent was distilled 

10 off under reduced pressure. The residue was dissolved in ethyl acetate, and the solution was washed with a 
10% citric acid aqueous solution, water, a 4% sodium hydrogencarbonate aqueous solution, water and a 
saturated sodium chloride aqueous solution and dried over anhydrous magnesium sulfate. Then, the solv nt 
was distilled off under reduced pressure, and the residue was crystallized from diethyl ether/n-hexan to 
obtain 2.1 g of L-N-benzyloxycarbonylcyclohexylalantne 3.5-dimethylpyrazolide as colorless needles. 

15 mp: 93-94* C 

Rf: 0.45 (n-hexane/ethyl acetate « 3/1) 

(2) (3RS.4S)-4-(benzyloxycarfaonyl)amino-5<yclohexyh3-hydroxypentene 

20 

(a) 792 mg of lithium aluminum hydride was suspended in 50 ml of dry THF. Then, 50 ml of a dry THF 
solution of 4 g of L-N-benzy(oxycarbonylcyclohexytalanine 3,5-dimethytpyrazolide was dropwise added 
thereto over a period of about 40 minutes at -40 to -45 *C under argon. The mixture was further stirred at 
the same temperature for 20 minutes, and ttien 5 ml of 5N hydrochloric acid was added thereto. The 

25 insolubles were removed by filtration, and the solvent was distilled off under reduced pressure. The residue 
was dissolved in ethyl acetate. The ethyl acetate layer was washed with IN hydrochloric acid and witti a 
saturated sodium chloride aqueous solution and then dried over anhydrous magnesium sulfate. Then, the 
solvent was distilled off under reduced pressure to obtain 3.4 g of L-N-benzyloxycarbonylcyclohexytalaninal 
as colorless oily substance. 

30 Rf: 0.30 (n-hexane/ethyl acetate « 4/1) - 

(b) 3.4 g of L-N-benzyloxycarbonylcyclohexyaianinal was dissolved in 25 ml of dry THF. Then, 36 ml of 
a THF solution of 0.88M vinyl magnesium bromide was dropwise added thereto over a period of 40 minutes 
at -78' C under an argon gas atmosphere. After completion of the dropwise addition, me reaction mixture 
was returned to room temperature and stirred at room temperature for 30 minutes. The reaction solution 

35 was poured into 250 ml of a saturated ammonium chloride aqueous solution and extracted with ethyl 
acetate. The ethyl acetate layer was washed with a saturated sodium chloride aqueous solution and dri d 
over anhydrous magnesium sulfate. Then, the solvent was distilled off under reduced pressure. The residue 
was purified by silica gel column chromatography (toluene/ethyl aceute = 7/1) to obtain 1.9 g of the abov 
identified compound as colorless oily substance. 

40 Rf: 0.18 (n-hexane/ettiyi acetate « 4/1) 

(3) (4S.5RS)-3-benzyloxycarbonyl-4-cyclohexylmethyl-5-ethenyl-2.2-dimethyloxazoiidine 

45 983 mg of (3RS,4S)-4-(benzyloxycarbonyl)amino-5-cyclohexylpentene-3-ol was dissolved in 5 ml of 
dichloromethane. and 4 ml of 2.2-dimettioxypropane and 30 mg of dry p-toluenesulfonic acid were added 
thereto. The mixture was stirred at room temperature overnight. Then. 100 ml of ethyi acetate was added to 
the reaction mixture. The mixture was washed with a saturated sodium hydrogencarbonate aqueous soluti n 
and with a saturated sodium chloride aqueous solutiori. Then, the organic layer was dried over anhydrous 

50 magnesium sulfate. The solvent was distilled off under reduced pressure, and the residue was purified by 
silica gel column chromatography (n-hexane/ethyl acetate = 20/1) to obtain 967 mg of (4S,5RS)-3- 
benzyloxycarbonyl-4-cyctohexy!mettiyl-5-ethenyl-2.2-dimethyloxazolidine as colorless oily substance. 
Rf: 0.74 (n-hexane/etiiyl acetate ■ 3/1) 

55 

(4) (4S,5RS>3-benzyloxycarbonyl-4-cyclohexylmethyl-2.2-dimethyl-5H{lR$)-1-hydroxy-2-morpholinoethylh 
oxazolidine 



61 



EP 0 309 766 A2 



(a) 440 mg of (4S,5RS^3-ben2yloxycarbonyl^yclohexylmethyl-5^eny^2^Klimethytoxa2^ was 
dissolved in 12 ml of dichloromethane. and 850 mg of m-chloropefbefizoic acid (hareinafter ref rred to 
simply as fACPBA) was added thereto. The mixture was stirred at room temperature overnight and th n 
refluxed under heating for three hours. Then, 60 ml of ethyl acetate was added to the reaction mixture, and 

5 the mixture was washed with a 10% sodium hydrogensulftt aqueous solution, a saturated sodium 
hydrogencarbonate aqueous solution and a saturated sodium chloride aqueous solution. The ethyl acetate 
layer was dried over anhydrous magnesium sulfate, and then the solvent was distilled off under reduced 
pressure. The residue was purified by silica gel column chromatography (n-hexane/ethyl acetate » 10/1) to 
obtain 318 mg of (lRS)-H(4S5RSh3-ben2yloxycarbonyl-4K:yclohexylmethyl-2^Kjimethyloxa20lidin-^ 

70 oxirane as coloriess oily substance. 
Rf: 0.19 (n-hexane/ethyl acetate « 10/1) 

(b) 80 mg of (iRS)-H(4S.5RS)-3-benzyloxycarbonyl-4<ydohexylmethyi-2^-dimethyloxa20lidin-5-yl]- 
oxirane was dissolved in 3.5 ml of methanol, and 22 ul of morpholine was added thereto. The mixture was 
refluxed under heating for five hours. The reaction mixture was subjected to distillation under reduced 

75 pressure to remove the solvent The residue was purified by silica gel column chromatography (n- 
hexane/ethyi acetate = 1/1) to obtain 78 mg of (4S,5RS>-3-benzy loxycarbonyl-4-cyclohexylmethy 1-2.2- 
dimethyl-5-[(1RS)-l-hydroxy-2-morpholinoethyl]oxazolidine as coloriess oily substance. 
Rf: 0.23. 0.32 (n-hexane/ethyl acetate = 1/1) 

20 

(5) (2RS.3RS,4S)-4-{L-N-[3-ethylsulfonyl-2'(l-naphthylmethyl)propionyl]norieucyi}amino-5-cyclohexyl-l- 
morpholino-2.3-pentanediol 

(a) 61 mg of (4S,5RS)-345en2yloxycarbonyl-4-cyclohexylmethyl-2,2-dimethyl-5-{(1 RS-1- 

25 hydroxymorpholinoethyi}oxazolidine was dissolved in 1.5 ml of ethanol and palladium black was added 
thereto. Then, hydrogenation was conducted at room temperature under atmospheric pressure. The catalyst 
was removed by filtration, and the solvent was distilled off under reduced pressure to obtain 38 mg of 
(2RS.3RS.4S)*4-amino-5-cyclohexyl-l-morpholino-2.3-pentanediol as colorless oily substance. 
Rf: 0.32. 0.42 (chloroform/methanol/aqueous ammonia » 10/2/0.2) 

30 (b) 18 mg of L-N-(3-ethylsulfonyl-2-(l-naphthylmethyl)propionyl]norieucine was dissolved in 0.2 ml of 
dry DMF. Then, 8ttl of triethylamine. 11 al of DPPA and a solution of 18.4 mg of (2RS.3RS.4S)-4-amino-5- 
cyclohexyl-l-morphotino-2.3-pentanediol in 0.4 ml of dry DMF. were added thereto under stirring at -15* C. 
The mixture was stirred at room temperature ovenight. Then. 20 ml of ethyl acetate was added to the 
reaction mixture, and the mixture was washed with water and a saturated sodium chloride aqueous solution. 

35 The ethyl acetate layer was dried over anhydrous magnesium sulfate, and then the solvent was distilled off 
under reduced pressure. The residue was purified by silica gel column chromatography 
(chloroform/methanol * 100/1) to obtain 10.9 mg of the above identified compound as colorless powder. 
Rf: 0.20 (chloroform/methanol = 20/1) 
Mass spectrum m/z 688(M*^ -(-1) 

40 NMR (300 MHz, CDCI3) 

5ppm: 0.82-0.97{3H,m), 1.20(3H,t.J=7.6H2). 1.12-1. 85(1 9H.m). 2.42-2.58(2H.m). 2.58-2.91 (6H.m). 3.03- 
(1H,dd.Jsl3.7.3.4H2), 3.25-3.78(1 IH.m). 4.19-4.33(2H.m). 6.0l(lH.dJ = 7.9Hz). 6.09(1 H.d.J = 6.3H2). 7.33- 
7,69(4H,m), 7.82(1 H,d.J = 7.9H2). 7.92(1H,d,J s7.9Hz), 8.03(1H,d,Ja7.9Hz) 

45 

EXAMPl^ 17 



f2S.3R.4S)-4-{L-N-[(2S)-3-ethylsulfonyl-2-(i-naphthylmethyl)propionyllnorieucyi}amino-5-cyclohexyi-i- 
50 piperidino-2,3'pentanediol 

(a) 62 mg of (lRS)-l-[(4S,5RS)-3«^en2yloxycarbonyl-4-cyclohexylmethyl-2,2-dimethyloxazolidin-5-ylJ- 
oxirane obtained in step (4)-(a) of Example 16 was dissolved in 2.6 ml of methanol, and 18 ut of piperidine 
was added th reto. The mixtur was refluxed under heating for 5 hours. The reaction solution was subjected 
55 to distillation under reduced pressure to remove the solvent. The residue was purified by silica gel column 
chromatography (n-hexarwethyl acetate s vi) to obtain 73 mg of (4S.5RS)*3-ben2yloxycartx>nyl-4« 
cycloh xylmethyl-2.2-dimethyl-5-[(1RS)-l-hydroxy-2-piperidinoethynoxa20lidin as colorless oily substance. 
Rf: 0.5 (n-hexane/ethyl acetate = 1/I) 
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<b) 71 mg of (4S,5RS)-3-benzyloxycarbonyM-cycloh xyimethyl-2^-dimethyl-5.[(lRS).1 -117(^^x7.2. 
piperidinoethylloxazolidine was dissolved in 1,5 ml of ethanol. and paliadium black was added thereto. 
Then hydrog nation was conducted at room temperature under atmospheric pr ssure. The catalyst was 
removed by filtration, and then th solvent was distilled off under reduced pressure to obtain 41 mg of 
(2RS.3RS,4SH-amino-5-cyclohexyl-1-piperidino-Z3-pentanediol as colorless oily substance. 
Rf: 0.41 <chloroform/methanoiyaqueous ammonia » 10^.2) 

(c) 45 mg of L.N-[3-6thylsuIfonyl-2.(i-naphthylmethyl)pfopionyl)nofleucine was dissolved in 0.5 ml ot 
dry DMF. Then, 18 til of triethylamine. 28 al of OPPA and 0.5 ml of a dry DMF solution of 41 mg of 
(2RS.3RS,4SH-amino-5-cycIohexyl-1-piperidlno-2,3-pentanedioi. were added thereto under stirring at - 
15* C The mixture was stirred at room temperature overnight, and then treated in the same manner as m 
step (5>-(b) of Example 16. The product was purified by silica gel column chromatography 
(chloroform/methanol = 20/1) to obtain 30.2 mg of the above identified compound as white powder. 
Rf: 0.30 {chloroformymethanol - 10/1) 
Mass spectrum (FAB) m/z 686(M* + 1 ) 

NMR (300 MHz. CDCU) . ^no 

appm: 0.80.0.92(3H.m). 1 .20(3H.t J - 7.6Hz) 0.92-1 .84(25H,m). 2.25.2.50(2H.m) 2.50-2.90(6H.m) 3.02- 
(1HddJ«13.7,3.4Hz). 3.25.3.52(5H.m). 3.56-3.69(1 H,m), 4.18-4.30(2H,m). 5.89-6. l8(2H.m). 7.35-7.49- 
(2H m) 7.49-7.65(2H.m). 7.79(1 H,d J = 7.9Hz). 7.90(1 H.dJ = 7.9Hz). 8.03(1 H.d.J = 7.9Hz) 



EXAMPLE 18 



(2S.3R.4S)-4-{L.N-[(2S)-3-ethylsulfony|.2-(1-naphthylmethyl)propionyllfiorleucyl}am ino-5.cyclohexyl-1-(4- 
methylpiperidino)-2.3-pentanediol 

(a) 62 mg of (iRS)-l-[(4S,5RS)-3-benzyloxycarbonyl-4<yctohexylmethyl-2^-dlmethyloxazolidin-5-ylh 
oxirane obtained in Example 16 (4).(a) was dissolved in ml of methanol, and 21 al of 4-methylpiperidine 
was added thereto. The mixture was treated in the same manner as in Example 17. The product was 
purified by silica gel column chromatography (n^iexane/ethyl acetate « 1/2) to obtain 72 mg of (4S,5RS)-3- 
benzyloxycarbonyl-4 cyclohexylmethyl-2^-dimethyl-5-[(lRS)-l-hydroxy-2.(4.methytpiperidino)ethyll- 

oxazoiidine as colorless oily substance. 

Rf: 0.13-0.41 (n-hexane/ethyl acetate = 1/2) , 

(b) 70 mg of (4S.5RS)-3-benzyloxycarbonyl-4.cyclohexylmethyl-2,2.dimethy|.5-[(lRS)-i.hydroxy.2-(4- 

methylpiperidino)ethyl]oxazolidine was dissolved in 1.5 ml of ethanol. and palladium black was.-added 
thereto. The mixture was treated in the same manner as in Example 17 to obtain 45 mg of (2RS,3RS,4S)-4- 
amino-5-cyclohexyl-i.(4-methylptperidino).2.3-pentanediol as colorless oily substance. 2. 
Rf: 0.47 (chloroform/methanol/aqueous ammonia = 10/2/0.2) 

(c) 43 mg of L.N-[2(S)-3"ethylsulfony|.2.(1.naphthylmethyl)propionyl]norleucine was dissolved in 0.4 ml 
of dry DMF. Then, 17 ul of triethylamine. 27 ut of DPPA and 0.6 ml of a dry DMF solution of 45 mg of 
(2RS,3RS,4S>-4-amino-5-cyclohexy|.i-(4.methylptperidino)-2.3-pentanedioi. were added thereto under stir- 
ring at -15* C. The mixture was treated in the same manner as in Example 16 (5)-(b). The product was 
purified by silica gel column chromatography (chlorofornrvmethanol = 20/1) to obtain 36.5 mg of the above 
identified compound as white powder. 

Rf: 0.29 (chloroform/methanol = 10/1) 
Mass spectrum (FAB) myz 700(M* + 1 ) 
NMR (300 MHz» CDCIa) 

5ppm- 0.78-0.92(6H.m). 0.92-1. 82(27H.m). 1. 90-2.04(1 H.m). 2.17-2.31(1 H.m). 2.51-2.91 (5H.m). 3,00- 
(lHddJ»13.7,3.4Hz). 3.05-3.1 8(1 H.m). 3.24.3.49(5H.m). 3.61 (1 H.dd.J » 1 5.0.7.9Hz). 4.15-4.29(2H.m). 5.88- 
6.01(1H.6s). 6.01-6.18(1H.6S). 7.32-7.46(2H.m). 7.46-7,63(2H,m). 7.78(1 H.d.J = 7.9Hz) 7.88(1 H.d.J = 7.9Hz). 
8.01(1 H.dJ = 7.9Hz) 



EXAMPLE 19 



( 2S.3R.4$)-4-{L.N-[(2S)-3-ethylsulfony|.2.(1-naphthylmethyl)propionyl]norleucyl)amino-6.methyl-1. 
morpholino-2.3-heptanediot 
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(1) (3RS,4S)-4-(benzyloxycafbonyl)amino-6'm9thylhept9n*3-ol 

(a) 120 mg of lithium aluminum hydride was suspended in 3 ml of dry THF. and 12 ml of a dry THF 
solution of 1 g of L-N*benzytoxycarbonytleucin pirazotid was dropwise added Over a period of 35 minutes 

5 at -35 to *40*C under an argon gas atmosphere. The mixture was left at the same temperature for one 
hour, and then 0.64 ml of 5N hydrochloric acid was added thereto. The insolubles were removed by 
filtration, and the solvent was distilled off under reduced pressure from the filtrate. The residue was 
dissolved in ethyl acetate. The ethyl acetate layer was washed with IN hydrochloric acid and with a 
saturated sodium chloride aqueous solution and dried over anhydrous magnesium sulfate. The solvent was 

10 distilled off under reduced pressure to obtain 634 mg of L-N*benzytoxycarbonylteucinal as coicriess oily 
substance. 

Rf: 0.34 (n-hexane/ethyl acetate = 3/1) 

(b) 634 mg of L-N-benzyloxycarbonylleucinal was dissolved in 7 ml of dry THF. 4Wd lO-ml of a THF 
solution of 0.87M vinyl magnesium bromide was dropwise added over a period of 25 minutes at -78 ' C 

'5 under an argon gas atmosphere. After completion of the dropwise addition, the reaction mixture was 
returned to room temperature and further stirred for 15 hours. The reaction solution was poured into 20 ml 
of a saturated ammonium chloride aqueous solution and extracted with diethyl ether. The ether layer was 
washed with a saturated sodium chloride aqueous solution and dried over anhydrous magnesium sulfate. 
The solvent was distilled off under reduced pressure. The residue was purified by silica gel column 

20 chromatography (n-hexane/ethyt acetate = 5/1 ) to obtain 384 mg of (3RS.4S)^benzyloxycart)onyl)amin6- 
6-methylhepten*3-ol as colorless oily substance. 
Rf; 029 fn-hexane/ethyl acetate » 3/1) 



25 (2) (4S,5RS)-3-benzyloxycarbonyl-2.2*dimethyl*5*ethenyl-4>isobutyloxazoiidine 

124 mg of (3RS,4SH-(benzyloxycarbonyl)amino-6- methy!hepten-3-ol was dissolved in 0.33 mi of 22- 
dimethoxypropane. and 4 mg of dry p-toluenesulfonic acid was added thereto. The mixture was stirred at 
room temperature overnight Then. 20 ml of ethyl acetate was added to the reaction solution, and th 

30 mixture was washed with a saturated sodium hydrogencarbonate aqueous solution and a saturated sodium 
chloride aqueous solution. The organic layer was dried over anhydrous magnesium sulfate. The solvent was 
distilled off under reduced pressure, and the residue was purified by silica gel column chromatography (n- 
hexane. ethyl acetate = 10/1) to obtain 101 mg of {4S,5RS)-3-benzyloxycarbonyl-2.2-dimethyl-5-ethenyl-4- 
isobutyioxazolidine as coloriess oily substance. 

3S Rf: 0.73 (n-hexane. ethyl acetate « 3/1 ) 



f3) f4S.5RS)-3-ben2yloxycarbonyl-2.2-dimethyl-5-[(1 RS)-1 -hydroxy-2*morpholinoethyl}-4-isobutyloxa20lidine 

•io (a) 98.4 mg of (4S.5RS)-3-ben2yloxycarbonyl-2,2-dimethyl-5-ethenyl-4-isobutyloxa20lidtne was dis- 
solved in 6 ml of dichtoromethane. and 212 mg of MCPBA was added thereto. The mixture was stirred at 
room temeprature for one hour and futher refluxed for 4.5 hours. Then. 20 ml of ethyl acetate was added to 
the reaction solution, and the mixture was washed with a cold 5% sodium hydrogensulfite aqueous solution, 
with a saturated sodium hydrogencarbonate aqueous solution and with a saturated sodium chloride aqueous 

45 solution. The ethyl acetate layer was dried over anhydrous magnesium sulfate. The solvent was distilled off 
under reduced pressure, and the residue was purified by silica gel column chromatography (n-hexane. ethyl 
acetate » 10/1) to obtain 50 mg of (1RS)-i-t|4S.5RS)-3-benzyloxycarbonyl-2.2-dimethyl-4-(sobutyloxa20li 
din-5-yl]oxirane as colorless oily substance. 
Rf: 0.25 (n-hexane-ethyl acetate = 5/1) 

50 fb) 48 mg of (lRS)-l-((4S.5RS)-3-ben2yloxycarbonyl-2.2-dimethyl-4HSObutyloxa20lidin-5-yl]oxirane was 
dissolved in 2 ml of methanol, and 14 ul of morpholine was added thereto. The mixture was refluxed 
overnight. The reaction solution was subjected to distillation under reduced pressure for the removal of the 
solvent, and the residue was purified by silica gel column chromatography (n-hexane/ethyl acetate ■ 1 1 ) to 
obtain 55 mg of (4S.5RS)-3-benzyloxycarbonyl-2.2-dlmethyl-5-{(1 RS)-1 -hydroxy-2-morphoiinoethyi)-4. 

55 isobutyloxazolidine as colorless oily substance. 
Rf: 0.32 (n-hexane/ethyl acetat = 1/1) 
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(4) (2S.3R.4S)^{L'N-[(2S)-3*ethylsulfonyl-2-{1-napmhylme»yl)propionyllnoiieucyl}amino-6H^ 
morphoiino-2.3*h ptanediol 

(a) 53.7 mg of (4S.5RS)-3-benzyloxycarbony|.2^-dimemyl-5^0RSH-hydroxy-2-morpholinoe^ 
5 isobutyloxazolidine was dissolved in 0.8 ml of ethanol. and palladium black was added thereto. Th n. 

hydrogenation was conducted at room temp rature at atmospheric pressure. The catalyst was removed by 

filtration, and the solvent was distilled off to obtain 23 mg of (2RS.3RS,4S)-4-amino-6-methyl-l-morphotino- 

2,3-heptanediol as colorless oily substance. 

Rf: 0.32. 0.43 (chloroform/methanoi/aqueous ammonia » 10/1/0.2) 
10 (b) 38.8 mg of L-N-(3-ethylsulfonyl-2-(1-naphthylmethyl)propionyl]norleucine was dissolved in 0.3 mi of 

dry DM . Then. 16 lil of triethylamine. 22 nl of DPP A and 0.6 ml of a dry DMF solution of 23 mg of 

(2RS,3RS,4SH-amino-6-methyf-l-morpholino-2.3-heptanediol. were added thereto under stining at -15 C. 

The mixture was stirred at room temperature overnight. Then, 20 ml of ethyl acetate was added to the 

reaction mixture, and the mixture was washed with a 10% citric acid solution, with a 4% sodium 
15 hydrogencartDonate aqueous solution and with a saturated sodium chloride aqueous solution. The ethyl 

acetate layer was dried over anhydrous magnesium sulfate, and the solvent was distilled off under reduced 

pressure. The residue was purified by silica gel column chromatography (chloroform/methanol = 50/1) to 

obtain 19.6 mg of the above identified compound as coloriess powder. 

Rf: 0.23 (chlorofornn/methanol « 30/1) 
20 Mass spectnjm m/z 648(M * + 1 ) 

NMR (300 MHz. CDCb) 

fippm- 0.84{3H.t.J = 7.5Hz). 0.92(3H.d,J = 7.5Hz). 0.97(3H.d;J « 7.5H2). 1 20(3H,t J =» 7.5H2). 1 .20-1 .35(4H.m). 
1 34-1 .47(1 H,m), 1.47.1.85(5H.m). 2.41 .2.55(2H,m). 2.55-2.86<6H,m). 3.01 (iH.dd. J » 2,4.1 4.4Hz). 3.22-3.74- 
(lOH.m). 4.16^.26(2H.m), 4.58(1H.s). 5.96(1 H.d.J »9.4Hz). 6.08(1 H.d.J =7.1 Hz), 7.20-7.62(4H.m). 7.78- 
25 (1 H,d J = 7.9H2). 7.88(1 H.d,J = 7.9Hz). 7.98(1 H.d.J = 7.9Hz) 



EXAMPLE 20 



(2S.3R.4S )-4-{L-N-[(2S)-3-ethylsulfonyl-2-(1-naphthylmethyl)propionyl]norleucyl}amino-5-cyclohexyl-1-(2- 
methoxyethylamino)-2.3-pentanediol 

(a) 64 mg of (iRS)-i-((4S.5RS)-3-ben2yloxycarbonyl-4<yclohexylmethyl-2.2-dimethyloxazolidin-5-yll- 
35 oxirane obtained in Example l6(4)-(a) was dissolved in 2.6 ml of methanol, and 16 ul of 2-methox- 

yethylamine was added thereto. The mixture was treated in the same manner as in Example 17. The 
product was purified by silica gel column chromatography (chlorofomn/methanoi ■ 10/1) to obtain 44 mg of 
(4S,5RS)-3-benzyloxycarbonyl-4-cyclohexylmethyl-2.2-dimethyl-5-{(lRS)-1-hydroxy-2-(2- 
methoxyethylamino) ethyl]oxazoiidine as coloriess oily substance. 
40 Rf : 0.35 (chlorofrom/methanol = 1 0/1 ) 

(b) 44 mg of {4S,5RS)*3-benzyloxycarbonyl-4-cyclohexylmethyt-2,2-dimethyl-5-((lRS)-1-hydroxy-2-(2- 

methoxyethylamino)ethyl]oxazolidine was dissolved in 1.5 ml of ethanol. and palladium black was added 
thereto. The mixture was treated in the same manner as in Example 17 to obtain 27 mg of (2RS.3RS,4S)-4- 
amino-5-cyclohexyl-1-(2-methoxyethylamino)-2.3-pentanediol as coloriess oily substance. 
45 Rf: 0.17. 0.29 (chtoroform/methanol/ammonia » 10/2/0.2) 

(c) 29 mg of L-N-[(2S)-3-ethytsulfonyl-2-{1-naphthylmethyl)propionyllnorleucine was dissolved in 0.4 ml 
of dry DMF. Then. 11.4 ul of triethylamine. 18 ul of DPPA and 0.6 ml of a dry DMF solution of 27 mg of 
(2RS.3RS.4S)-4-amino-5-cyclohexyl-1-(2-methoxyethylamino)-2,3-pentanedioi. were added thereto und r 
stirring at -15*0. The mixture was treated in the same manner as in Example 16 (5)-(b). The product was 

50 purified by silica gel column chromatography (chloroform/methanol - 20/1) to obtain 12.8 mg of the above 
identified compound as white powder. 
Rf: 0.21 (chloroform/methanol = 10/1) 
Mass spectrum m/z 677(M* + 1) 
NMR (300 MHz.CDCIs) 

55 fippm: 0.87(3H.tJ-7.1Hz). 1.16(3H.t.J = 7.9Hz), 0.92-1. 86(1 9H,m). 2.20-2.97(6H.m). 3.02- 

(1 H.dd.J = 13.7.3.4Hz). 3.1 8(1 H.dd.J ^ 1 2.0.4.7Hz). 3.24-3.61 (6H.m). 3,47(3H.tJ = 7.1 Hz). 3.70- 
(lH.dd.J=14.2.7,9Hz). 4.14-4.26(2H.m). 6.40(lH.bS). 6.57(ni.bs), 7.34.7.48(2H.m). 7.48-7.64(2H.m). 7.79- 
(1 H.d.J = 7.9Hz). 7.88(1 H.d.J = 7.9Hz). 8.03(1 H,d,J = 7.9Hz) 
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EXAMPLE 21 



(2RS.3R or S.4SM-{L-N-[(2S)-3^thylsulfonyl-2*(1-naphthylmethyt)propionyl)nof«eucyl>am 
5 l'methylthiO'2,3-p ntanediol 



(1 ) L-N-tert-butoxycarbonylcyclohexylalanine-S.S-dimethylpyrazolide 

70 (a) 1.0 g of L-cydohexytatanine obtained in the process of Example 16 (IHa) was suspended in 5 ml of 
water, and 1.2 ml of triethylamine was added thereto. 5 ml of a dioxane solution of 1.7 g of S-(tert- 
butoxycarbonylH-6*dimethyt-2*mercaptopynmidine was added thereto, and the mixture was stinred at room 
temperature for 18 hours. Then. 50 ml of water was added to the reaction mixture, and the mixture was 
extracted with ethyl acetate. The aqueous layer was adjusted pH4 with 5N hydrochloric acid under cooling 

75 with ice and extracted with ethyl acetate. The ethyl acetate layer was washed with IN hydrochloric acid and 
with a saturated sodium chloride aqueous solution and dried over anhydrous magnesium sulfate. The 
solvent was distilled off under reduced pressure to obtain 1.1 g of L-N-tert-butoxycarbonylcyctohexyialanine 
as slightly yellow oily substance. 
Rf: 0.35 (chloroform/methanol/acetic acid = 20/1/0.5) 

20 (b) 1 .4 g of L-N-tert-butoxycarbonyicydohexylalanine was dissolved in 20 ml of dichloromethane. and 
0.54 g of 3.5-dimethylpyra20le was added thereto. Further. 1.15 g of OCC was added under cooling with 
ice. and the mixture was stirred at room temperature overnight The predpitates were removed by filtration, 
and the solvent was distilled off under reduced pressure. The residue was purified by silica gel column 
chromatography (n-hexane/ethyl acetate = 5/1) to obtain 1.75 g of L-N-tert-butoxycart>onylcyclohex* 

25 ytalanine 3.5*dimethylpyra20lid6 as colorless oily substance. 
Rf: 0.70 (n-hexane^ethyl acetate = 3/1 ) 



(2) (3RS.4S)-4-(tert-butoxycarbonyOamino-5*cyclohexylpenten»3*ol 

30 

(a) 192 mg of lithium aluminum hydride was suspended in 5 ml of dry THF. Then, 20 ml of a dry THF 
solution of 1.58 g of L-N-tert-butoxycarbonylcyclohexylalanine 3.5-dimethylpyra20ltde was dropwise added 
over a period of about 40 minutes at about -40 'C under an argon gas atmosphere. Then, the mixture was 
left at the same temperature for one hour and 20 minutes, and then i ml of 5N hydrochloric acid was added 

35 thereto. The insotubles were removed by filtration, and the solvent was distilled off under reduced pressure. 
The residue was dissolved in ethyl acetate. The ethyl acetate layer was washed with 1N hydrochloric acid 
and with a saturated sodium chloride aqueous solution and dned over anhydrous magnesium sulfate. The 
solvent was distilled off under reduced pressure to obtain 0.91 g of L-N-tert-butoxycarbonyl cyclohex- 
ylalaninal as colorless oiiy substance. 

40 Rf: 0.58 (n-hexane'ethyl acetate = 31) 

(b) 0.91 g of L-N-tert-butoxycart)onyl cyclohexylalaninal was dissolved in 12 ml of dry THF. and 16 ml 
of a THF solution of 0.87M vinyl magnesium bromide was dropwise added over a period of 45 minutes at 
-78 'C under an argon gas atmosphere. After completion of the dropwise addition, the reaction mixture was 
returned to room temperature and further stirred overnight The reaction solution was poured into 30 ml of a 

45 saturated ammonium chloride aqueous solution and extracted with ethyl acetate. The ethyl acetate layer 
was washed with a saturated sodium chloride aqueous solution and dried over anhydrous magnesium 
sulfate. Then, the solvent was distilled off under reduced pressure. The residue was purified by silica gel 
column chromatography (n-hexane-ethyl acetate ■ 5/1) to obtain 0.3 g of the above identified compound as 
cotoriess oily substance. 

50 Rf: 0.41 (n-hexanevethyi acetate « 3/1 ) 



(3) (4S.5RS)-3«teft-butoxycarbonyl*4-cyclohexylmethyl-2.2-dimethyi-5^thenyloxa20lidine 

55 293 mg of (3RS.4SH-aert-butoxycarbonyl)amino*5*cyclohexyl penten-3-ol was dissolved in 0.78 ml of 
2.2-dim thoxypropane. and 9 mg of dry p-tolu nesulfonic acid was added th r to. Th mixture was stirred 
at room temperature overnight. Then. 20 ml of ethyl acetat was added to th reaction mixtur . and the 
mixture was washed with a saturated sodium hydrogencarbonate aqueous solution and with a saturated 
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sodium chloride aqueous solution. Then, the organic layer was dried over anhydrous magnesium sulfi 
The solvent was distilled off under reduced pressure, and the residue was purified by silica gel colui 
chromatography (n-hexane/ethyl acetate = 10/1) to obtain 259 mg of the above identified compound 
coloriess oily substance. 
Rf: 0.80 (n-hexane/ethyl acetat ' 3/1) 



(4) (4S.5R or S>-3-tert-butoxycarbonyM-cyclohexylmethyl-2^-dimethyl-5-{(1 RS)-1 -hydroxy2' 
fnethylthioethynoxazoiFdine 

(a) 145 mg of (4S,5RS)-3-tert-butoxycart>ony*-4-cyciohexylmelhyl-2^-dimethyl-5-«thenyloxa20lidine was 
dissolved in 4.5 ml of dichloromethane. and 309 mg of MCPBA was added thereto. The mixture was 
refluxed under heating for 5 hours. Then. 50 ml of ethyl acetate was added to the reaction mixture, and the 
mixture was washed with a IN sodium hydroxide aqueous solution and with a saturated sodium chlond 
aqueous solution. The organic layer was dried over anhydrous magnesium sulfate. Then, the solvent was 
distilled off under reduced pressure, and the residue was purified by silica gel column chromatography (n- 
hexane/ethyl acetate « 10/1) to obtain 75.1 mg of (lRS>.H(4S,5RS)-3-tert-butoxycarbonyl-4- 
cyclohexylmethyl-2,2-dimethyloxa20iidin-5-yl)oxirane as coloriess oily substance. 

Rf: 0.69 (n-hexane/ethyl acetate = 3/1) . 

(b) 70 mg of (iRS)-1-{(4S.5RS)-3-tert-butoxycarbonyl-4<yciohexylmethyl-2^-dimethyloxazoltdin-5-ylh 

oxirane was dissolved in 3 ml of methanol, and 106 ul of sodium methylmercaptan aqueous solution (15%) 
was added thereto. The mixture was refluxed under heating for five hours. Then, ethyl acetate was added to 
the reaction solution, and the mixture was washed with water and with a saturated sodium chloride aqueous 
solution. The organic layer was dried over anhydrous magnesium sulfate. Then, the solvent was distilled off 
under reduced pressure, and the residue was purified by silica gel column chromatography. (n-hexane/ethyl 
acetate = 10/1) to obtain 29.8 mg of (4S,5R or S)-3-tert-butoxycart3onyl-4<yclohexylmethyl-2,2-dimetiiyl-5- 
[(lRS)-i-hydroxy-2-methylthioethyl] oxazolidine as white solid. 
Rf: 0.68 (n-hexane/ethyl acetate « 3/1) 



(5) (2RS.3R or S.4S)-4-{L-N-[3-ethylsulfony l-2-(1 -naphtiiylmethy Qpropionyllnorleucy l}amino-5-cyclohexyl- 1 ■ 
methytthio-2,3^pentanediol 

(a) 29.4 mg of (4S,5R or S)-3-tert-butoxycarbonyl-4-cyclohexylmetiiyl-2.2-dimethyl-5-[(1RS)-1-hydroxy- 
2-methytthioethyl]oxa20lidine was dissolved in 0.3 ml of dioxane, and 0.42 ml of a dioxane solution of 3.6 M 
hydrogen chloride was added thereto. From the reaction solution, the solvent was distilled off under 
reduced pressure to obtain 22.5 mg of (2RS.3R or S.4S)-4.amino-5-cyclohexyl-l-methyithio-2,3-pentanedi I 
hydrochloride as coloriess oily substance. 

Rf: 0.66 (chloroform/metiianol/aqueous ammonia « 10/1/0.5) 

(b) 18 mg of L-N.{(2S)-3-etiiylsulfonyl-2-(l-naphthylmethyl)propionylInorleucine was dissolved in O.l ml 
of dry DMF. Then. 20 ul of triethylamine. 14 al of DPPA and 0.5 mi of a dry OMF solution of 22.5 mg of 
(2RS,3R or S.4S)-4-amino-5-cyclohexyl-l-methyithio-2,3-pentanedioi hydrochloride, were added under stir- 
ring at -15* C. The mixture was stirred at room temperature overnight. Then. 20 ml of ethyl acetate was 
added to the reaction solution, and the mixture was washed witii water and witt> a saturated sodium chloride 
aqueous solution. The ethyl acetate layer was dried over anhydrous magnesium sulfate. Then, the solvent 
was distilled off under reduced pressure. The residue was purified by silica gel column chromatography 
(chloroform/methanol » 100/1) to obtain 18.5 mg of tiie above identified compound as colorless solid. 

Rf: 0.27 (chloroform/methanol = 30/1) 
Mass spectrum m/z 649(M* + 1 ) 
NMR (300 MHz, CDCla) 

ippm: 0.8S(3H.t.J = 7.6H2). 0.80-1. 10(2H.m), l.lO-1.50(9H.m).1.25(3H.t.J «7.6H2), 1.50.1.92(6H.m). 2.18- 
(3H.S). 2.64.2.98{5H.m). 3.08(1 H.dd.J = 2.14Hz). 3.28-3.66(7H.m). 4.03(1 H.m). 4.24(1 H.m), 4.45- 
(1 H.d,J = 3H2), 6.08(1 H,d.J = 6H2). 6.46(1 H.d.J « 9H2), 7.20-7.63(4H,m), 7.80(1 H.d,J » 8Hz), 7.90- 
(1 H.d.J ' 8Hz) 8.00(1 H.d.J » 8H2) 



EXAMPLE 22 
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(2S.3R.4S)-4'{L-N-[(2S>-3^thylsulfonyl'2'{1-naphthytmethyl)propionyll^^ 
hydroxy thylafninoh2,3-pentanediol 

(a) 67 mg of (iRS)-H(4S.5RSh3-beruyloxycarbonyl-4<yclohexylmethyl-2.2-dimethylo^ 

oxirane obtained in Example 16 (4Ha) was dissolved in 2.6 ml of methanol. Then. 12 ul of 2-etn8notamtne 
was added, thereto. The mixture was treated in the same manner as in Example 17. The product was 
purified by silica get column chromatography (chloroform/methanol » 10/1, 5/1) to obtain 39.7 mg of 
(4S.5RSh3-ben2yloxycarbonyl-4-cyclohexylmethyl-2^-dimethyl-5-((iRS)-i-hydroxy-2-(2- 
hydroxyethylamino)ethyl]oxa20lidine as colorless oily substance. 
Rf: 0.15-0.35 (chloroform/methanol = 5/1) 

(b) 38.5 mg of (4S,5RSh3-ben2yloxycarbonyl-4-cyclohexylmethyl-2.2-dimethyl-5-[(iRS)-i-hydroxy-2-(2- 
hydroxyethylamino)ethyl]oxazolidine was dissolved in 1.5 ml of ethanoi. and palladium black was added 
thereto. The mixture was treated In ttw same manner as in Example 1'' to obtain 25.8 mg of (2RS.3RS.4S)- 
4-amino-5-cyclohexyl-H2-hydroxyethylaminoh2.3-pentanediol as colorless oily substance. 

Rf: 0.05. 0.08 (chloroform/ methanol/aqueous ammonia = 10/20.2) 

(c) 23 mg of L-N-{{2S)-3-ethylsulfonyl-2-(l-naphthylmethyl)propionyl]norleucine was dissolved in 0.3 ml 
of dry DMF. Then, 10.4 ul of triethylamlne, 16 ul of DPPA and 0.6 ml of a dry DMF solution of 25.8 mg of 
(2RS.3RS.4S)-4-amino-5-cyclohexyl-H2-hydroxyethylamino>*2.3-pentanedtol were added thereto under stir- 
ring at -15* C. The mixture was treated in the same manner as in Example 16 (5)-{b), and the product was 
purified by silica gel column chromatography (chloroform/methanol = 5/1) to obtain 13.1 mg of the above 
identified compound as white powder. 

Rf: 0.30-0.41 (chloroform/methanol = 5/1) 
Mass spectrum (FAB) m/z 662(M* + 1 ) 
NMR (300 MHz. COCIj) 

5ppm: 0.70-2.20(25H,m). 2.61-2.99(7H.m) 3.08-3.92(11 Km). 3.99-4. 19(2H,m) 6.90-7.01 (2H.m).' 7.28-7 41- 
(2H.m). 7.4l.7.59(2H.m). 7.75(1 H.dJ =7.9H2). 7.85(1 H.d.J = 7.9Hz). 8.08(1 H.d, J » 7,9H2) 



EXAMPLE*23 



f2S.3R.4S)-4-{L-N*[(2S)-3-ethylsulfonyl-2-(1-naphthylmethyl)propionyl]norleucyl}amino-5-cyclohexyl- 
1 -drethyiamino-2.3-pentanediol 

(a) 62 mg of {1RS)-l-[(4S.5RS)-3-benzyloxycarbonyl-4<yclohexylmethyi-2.2-dimethyloxa20lidin-5-yll- 
oxirane obtained in Example 16 (4)-(a) was dissolved in 2.6 ml of methanol, and 19 ul of diethyiamine was 
added thereto. The mixture was treated in the same manner as in Example 17. The product was purified by 
silica gel column chromatography (chloroform/methanol = 10/1) to obtain 45.5 mg of (4S.5RS)-3- 
benzyloxycarbonyl-4-cyclohexylmethyl-2.2-dimethyl-5-[(1RS)-l-hydroxy-2-(diethylamino)ethyl}oxazoiidine as 
colorless oily substance. 

Rf: 0.38 (chloroform/methanol « 10/1) 

(b) 44 mg of (4S.5RS>-3-ben2yloxycarbonyl-4-cycIohexylmethyl-2.2-dimethyl-5-{{1RS)-i-hydroxy-2- 
fdiethyiamino)ethyl]oxa20lidine was dissolved in 1 .5 ml of ethanol. and palladium black was added thereto. 
The mixture was treated in the same manner as in Example 17 to obtain 29.5 mg of (2RS.3RS.4S)-4-amino- 
5<yclohexyl-1-diethylamino-2.3-pentanediol as colorless oily substance. 

Rf: 0.31.0.41 (chloroform/methanol/aqueous ammonia = 10/20.2) 

(c) 28 mg of L-N-{(2S)-3-ethylsulfonyl-2-(1-naphthylmethyl)propionyl]norleucine was dissolved in 0.3 ml 
of dry DMF. and 12 ul of triethylamine. 18 ul of DPPA and 0.6 ml of a dry DMF solution of 29.5 mg of 
(2RS.3RS.4S)-4-amino-5-cyclohexyl-1-diethytamino-2.3-pentanediol were added thereto under stirring at 
-15* C. The mixture was treated in the same manner as in Example 16 (5)-(b). The product was purified by 
silica gel column chromatography (chloroform/methanol » 20/1) to obtain 12.9 mg of the above identified 
compound as white powder. 

Rf: 0.22 (chloroform/methanol = 10/1) 
Mass spectrum (FAB) m/z 674(M* > 1) 
NMR (300 MHz, COCh) 

5ppm: 0.85(3H.tJ = 7.1Hz). 1.20(3H.t.J = 7.9Hz). 0.92-1 .93(25H.m). 2.37-2.91 (8H.m). 3.01- 
(1H,dd.J = 13.7.3,4H2). 3.2l-3.53(5H.m). 3.53-3.72(1 H.m), 4.1 5-4.31 (2H.m). 5.90-6.39(2H.m). 7.31-7.48- 
f2H.m). 7.48-7.66(2H.m). 7.79(1 H.dJ »7.9Hz). 7.89(1 H.d.J = 7.9Hz). 8.02(1 H.d.J = 7.9Hz) 
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EXAMPLE 24 



(2RS,3RS.4SH-{L^^K(2S)-3-Qthy^su^fony^-2^^1'naphthylmethyl)p^opio^yilnorte^^ 
[ethyi(2-hydroxyetnyl)amino}-2,3-pentanecliol 

(1) (4S.5RS)-3-ben2yioxycarfaonyl-4<yciohexylmethyl-2^-dimethyt'5-{(1RS)-2-[ethyl(^^^ 
Vhydroxyetfiyl>oxazoiidin9 

71 mg of (1 RS)-H(4S,5RS)-3-benzyk)xycart»nyl-4<yclohexylmethyl-2,2-dimethyl 
oxirane obtained by the process of Exampie 16 (4)-(a) was dissolved in 2 ml of methanol, and 30 ul of 2- 
ethylaminoethanol was added thereto. The mixture was refluxed under heating for 7 hours. The solvent was 
distilled off under reduced pressure from the reaction solution. The residue was purified by silica gel 
column chromatography (chloroform/methanoi = 30/1) to obtain 84 mg of the above identified compound as 
colorless oily substance. 
Rf: 0.48 (chloroform/methanoi = 10/1) 



(2) (2 RS.3RS,4S)*4-{L>N-[(2$)*3'9thylsulfonyt-2-(1-naphthylmethyl)propionytlnorleucyl}amino-5-cyclohexyl- 
Hethyt(2'hydroxy9thyl)amino)'2.3-pentanediol 

(a) 83 mg of the compound obtained in step (1) was dissolved in 0.8 ml of ethanol, and palladium black 
was added thereto. The hydrogenation was conducted at room temperature under atmospheric pressure. 
The catalyst was removed by filtration, and the solvent was distilled off under reduced pressure to obtain 49 
mg of (2RS.3RS.4S)-4.amino-5-cyclohexyl-l-[ethyl{2-hydroxyethyl)aminol-2,3-pentanediol as colorless oily 

substance. 

(b) 52 mg of L-N-{(2S)-3-ethylsulfonyh2-(1-naphthylmethyl)propionyl)norleucine was dissolved in 0.3 ml 
of dry DMF. Then, 21 ul of triethylamine and 32 ul of OPPA were sequentially added thereto at -15 C. and 
then 0.5 ml of a dry DMF solution of 49 mg of (2RS,3RS.4S)-4.amino-5-cyclohexyl-1-[ethyl(2-hydroxyethyl)- 
amino]-2.3-pentanediGi was added thereto. The mixture was stirred at room temperature overnight, and the 
reaction solution was diluted by an addition of 20 ml of ethyl acetate. The organic layer was washed with a 
10% citric acid aqueous solution, with a 4% sodium hydrogencarbonate aqueous solution and with a 
saturated sodium chloride aqueous solution and dried over anhydrous magnesium sulfate. The solvent was 
distilled off under reduced pressure, and the residue was purified by silica gel column chromatography 
{chloroform/methanoi » 10/1) to obtain 17.6 mg of the above identified compound as colorless crystals. 

Rf: 0.38 (chloroform/methanoi = 10/1) ^: 
Mass spectrum m/z 690(M ' + 1 ) 
NMR (300 MHz, CDCI3) 

5ppm: 0.a2(3H.tJ = 7.6Hz), 0.80-1. 83(22 H.m). 2.46-2.96(8H,m). 3.12(1H,dd.J = 3,14Hz). 3.28-3.72(8H.m). 
4.08-4.1 5(2H.m). 6.00-6.32(2H.m). 7.35-7.60(4H.m). 7.70-7.80(1 H.m). 7.88(1 H.d.J = 8Hz). 7.99(1 H.d J = 8H2) 



EXAMPLE 25 



(2RS.3RS.4$)-4-{L-N-[(2S)-3'ethytsulfonyl-2-(t-naphthylmethyl)propionyllnorleucyl>amino-l-isopropylthio-6- 
methyl-2.3-heptaneoiot 

(1 ) (3RS.4S)-4-(tert-butoxycarbonyl)amino-6-methylhepten-3-ol 

(a) 5 g of L-N-tert-butoxycarbonylieucine monohydrate was dissolved in 50 ml of dichloromethane. and 
2.1 g of 3.5-dimethytpyrazole was added thereto. Further. 4.6 g of OCC was added thereto under cooling 
with ice, and the mixture was stirred at O'C for two hours and at room temperature overnight. The 
precipitates were removed by filtration, and the solvent was distilled off under reduced pressure. The 
residue was recrystallized from methanol/water and washed with water to obtain 6.2 g of L-N-tert- 
butoxycarbonylleucine 3,5-dimethylpyra20lide as colorless crystals. 
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Rf: 0.59 (n-h xan / thyl acetate « 3/1) 

(b) 847 mg of lithium aluminum hydride was suspended in 18 ml of dry THR and 72 ml of a dry THF 
solution of 6.2 g of L-N-tert-butoxycarbonylleucine 3.5-dimethyipyra20lide was dropwise added over a 
period of 30 minutes at -30* C under an argon gas atmosphere. Further, the mixture was left at the same 

5 temperature for one hour, and then 4.5 ml of 5N hydrochloric acid was added. The insoiuWes were 
removed by filtration, th solvent was distilled off under reduced pressure. The residue was dissolved in 
diethyl ether. The organic layer was washed with IN hydrochloric acid and with a saturated sodium chlorid 
aqueous solution and dried over anhydrous magnesium sulfate. The solvent was distilled off under reduced 
pressure to obtain 3.2 g of L-N-tert*butoxycarbonylleucinal as slightly yellow oily substance. 

10 Rf: 0.51 (n-hexane/ethyl acetate » 3/1) 

(c) 3.2 g of L-N-tert-butoxycarbonylleucinal was dissolved in 30 ml of dry THF. and 50 mi of a THF 
solution of 0.98M vinyl magnesium bromide was dropwise added thereto over a period of 30 minutes at 
-78* C under an argon gas atmosphere. The reaction solution was returned to room temperature and further 
stirred overnight The reaction solution was poured into 20 ml of a saturated ammonium chloride aqueous 

75 solution and extracted with diethyl ether. The ether layer was washed with a saturated sodium chloride 
aqueous solution and dried over anhydrous magnesium sulfate. The solvent was distilled off under reduced 
pressure. The residue was purified by silica gel column chromatography (ci-hexane.'ethyl acetate = Si) to 
obtain 1.1 g of (3RS.4S)-4-{tert-butoxycarbonyl)amino-6-methylhepten-3-ol as coloriess oily substance. 
Rf: 0.40 (n-hexane/ethyl acetate = 3/1) 

20 

(2) f;RS)-l-[(lRS.2$)>2-(tert-butoxycarbonyl)amino->1'hydroxy4^ethylheptyl)oxirane 

(a) 1 g of (3RS,4S)-4-(tert-butoxycarbonyl)amino-6-methylhepten-3-ol was dissolved in 2 ml of dry DMF, 

25 and 743 mg of tert-butyldimethylchlorosilane and 700 mg of imidazole were added thereto. The mixture was 
stirred at room temperature overnight Then. 160 ml of ethyl acetate was added to the reaction solution. The 
mixture was washed with cooled IN hydrochloric acid, with a saturated sodium hydrogencarbonate aqueous 
solution and a saturated sodium chloride aqueous solution and dried over anhydrous sodium sulfate. The 
solvent was distilled off under reduced pressure. The residue was purified by silica gel column chromatog- 

30 raphy (n-hexane/ethyl acetate « 30/1) to obtain 1.21 g of (3RS.4S)-4-(terl-butoxycarbonyl)amino-3-(tert- 
butyidimethylsilyl)oxy-6 methylheptene as coloriess oily substance. 
hf: 0.49 (n-hexane/ethyl acetate = 20/1 ) 

ib) 1.2 g of {3RS,4SH-(tert-butoxycart)onyi)amino-3-<tert-butyldimethylsilyl)oxy-6-methylheptene was 
dissolved in 30 ml of dichloromethane, and 2.2 g of MCPBA was gradually added thereto at O'C. The 

35 temperature was returned to room temperature, and the mixture was stirred for 14 hours and then reftuxed 
under heating for further 4 hours. 

To the reaction solution. 210 ml of ethyl acetate was added, mixture was washed with a cooled 10% 
sodium sulfite aqueous solution, with a saturated sodium hydrogencartxanate aqueous solution and with a 
saturated sodium chloride aqueous solution. The ethy acetate layer was dned over anhydrous magnesium 

-io sulfate, and the solvent was distilled off under reduced pressure. The residue was punfied by silica gel 
column chromatography (n-hexane/ethyl acetate = 10/1) to obtain 943 mg of (iRS)-i-((iRS.2S)-2-(tert- 
butoxycartx)nyl)amino-i-(tert-butyldimethylsilyl)oxy-4-methyipentyi]oxirane as colorless oily substance. 
Rf: 0.29 (n-hexane/ethyl acetate = 10/1) 

(c) 873 mg of (1 RS)-1 -((1 RS.2S)-2-Uert-butoxycarbonyl)amino-l -(tert-butyidimethylsily()oxy-4- 

45 methylpentyi]oxirane was dissolved in 4.5 ml of a THF solution of 1M tetrabutyiammomum Muonde. and the 
solution was stirred at 0* C for 30 minutes and at room temperature for 5.5 hours. To the reaction solution. 
100 ml of ethyl acetate was added, and the mixture was washed with water and with a saturated sodium 
chloride aqueous solution. The organic layer was dried over anhydrous magnesium sulfate, and then the 
solvent was distilled off under reduced pressure. The residue was purified by silica gel column chormatog- 

50 raphy (n-hexane/ethyl acetate =» 5/1) to obtain 520 mg of (iRS)-l-{(lRS.2S)-2-<tert-butoxycarPony0amino-i- 
hydroxy-4-methylpentyl]oxirane as coloriess oily substance. 
Rf: 0.13 (n-hexane/ethyl acetate = 3/1) 



55 (3) (2RS.3RS.4S>-4-(tert-butoxycarbonyl)aminO'i-isopropylthio-6-methyl-2.3-heptanediot 

48.7 mg of (1RSh1-[(1RS,2S)-2-(tert-butoxycarbonyi)amino-i-tiydroxy-4^ethyipentyi)oxirane was dis- 
solved in 1.8 ml of methanol, and 50 ul of triethylamine and 33 ul of isopropytmercaptan were added 
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thereto. The mixture was refiuxed under heating for 6 hours. The solvent was distilled off under reduced 
pr ssure from th reaction soluti n. Th residue was purified by silica gel column chromatography (n- 
hexane/ethyl acetate « 5/1) to obtain 23.7 mg of (2RS,3RS.4SH-<tert-butoxycarbonyt)amino-i-isopropylt 
hio-6-methy(-2,3-heptanediol as colorless powder. 
Rf: 0.42. 0.49 (n-hexane/ethyl acetate « 3/1) 



^4) ( 2RS.3RS.4S)-4-{L-N'[(2S)-3-6thylsulfonyl'2-(1-naphthylmethyl)propionyl]norleucyl}amino-1' 
isQpropylthio^*methyl'2.3-heptanediol 

(a) 21 mg of (2RS,3RS.4S)-4-{tert-butoxycartDonyl)amino-i-isopropytthlo-6-methyl-2,3-heptanedlol was 
dissolved in 0.3 ml of dioxane. and 0.32 ml of a 3.6M hydrogen chloride/dioxane solution was added 
thereto The mixture was stirred at room temperature for 4 hours. The solvent was distilled off under 
reduced pressure from the reaction solution to obtain 16.9 mg of (2RS,3RS.4SH-amino-1-isopropyithio-6. 
methyl-2.3-heptanedtol hydrochloride as coloriess oily substance. 

Rf: 0.22 (chloroform/methanot/aqueous ammonia « 10/1/0.2) 

(b) 17.3 mg of L-N.[(2S)-3^thylsulfonyl-2-(1-naphthylmethyl)propionyllnofleudne in 0.2 ml of dry OMF. 
Then, 15 ul of triethylamine. 11 ul of DPPA and 0.5 ml of a dry DMF solution of 16.9 mg of (2RS.3RS.4S)- 
4-amino-l-isopropylthio-6-methyl-2,3-heptanediol hydrochloride, were added thereto under stirring at -15 C. 
The mixture was stirred at room temperature overnight Then. 15 ml of ethyl acetate was added to the 
reaction solution, and the mixture was washed with water and with a saturated sodium chloride aqueous 
solution. The organic layer was dried over anhydrous magnesium sulfate. The solvent was distilled off under 
reduced pressure. The residue was purified by silica gel column chromatography (chlorofonn/methanol = 
100/1) to obtain 19.0 mg of the above identified compound as colorless powder. 

Rf: 0.22 (chioroform/methanol = 50/1 ) 
Mass spectrum m/z 637(M * + 1 ) 
NMR (300 MHz, CDCb) 

5ppm- 0.85(3H.t.J« 7.8Hz), 0.90(3H.d,J =:7.5Hz). 0.96{3H.d.J = 7.5Hz), 1.13-1. 40(1 2H,m), 1 .53-1 .90(6Km), 
222-3 11(6Hm) 4.09(1 H,dd,J = 7.14Hz). 4.1 4-4.25(1 H,m), 4.40(1H,br S), 6.l6(lH,d,J = 7Hz). 6.44- 
(IHd J = 9Hz). 7.31-7.46(2H.m), 7.49-7.53(2H.m). 7.79(1 H.d.J =8Hz). 7.89(1 H,d. J = 8Hz). 7.99(1 H,d. J = 8Hz) 



EXAMPLE 26 



(2RS.3RS.4S)-4-[L-N-{(2S)-3-ethylsulfonyl-2-(1-naphthylmethyl)propionyl}norleucyi]amino-6-methyl-1- 
thiomorpholino-2.3-heptanediol 

(a) 58.4 mg of (lRS)-1-((lRS.2S)-2-(tert-butoxycarbonyl)amino-1-hydroxy-4.methyipentyl]oxirane ob- 
tained in step (2) was dissolved in 2.2 ml of methanol, and 24 ul of thiomorpholine was added thereto. Th 
mixture was refiuxed under heating for 3 hours. The solvent was distilled off under reduced pressure from 
the reaction solution, and the residue was purified by silica gel column chromatography (n-hexane/ethyl 
acetate = 1/1) to obtain 72.7 mg of (2RS.3RS.4S)-4-(tert-butoxycarbonyl)amino-6-methyl-i-thiomorphoiino- 
2.3-heptanediol as colorless powder. 

Rf: 0.15, 0.33 (n-hexane/ethyl acetate = i./i) 

(b) 68 mg of (2RS.3RS,4S)-4-(tert-butoxycarbonyl)amino-6-methyl-1-thiomorpholino-2,3-heptanediol was 
dissolved in 0.5 ml of dioxane. and 1 ml of a 3.6M hydrogen chloride/dioxane solution was added thereto. 
The mixture was stirred at room temperature for two hours. The solvent was distilled off under reduced 
pressure from the reaction solution to obtain 63 mg of (2RS,3RS.4S)-4-amino-6-methyl-l-thiomorpholino- 
2,3-heptanediol dihydrochloride as colorless oily substance. 

Rf: 0.38. 0.43 (chloroform/methanol/aqueous ammonia = 10/1/0.2) 

(c) 51.2 mg of L-N-{(2S)-3-ethylsulfonyl-2-(l-naphthylmethyl)propionyl}norieucine was dissolved in 0.3 
ml of dry DMF. Then, 69 ul of triethylamine. 32 ul of DPPA and a dry DMF solution of 63 mg of 
(2RS,3RS.4S)-4-amino-6-methyl-1-thiomorpholino-2.3-heptanediol dihydrochloride. were added thereto un- 
der stirring at -15* C. The mixture was stirred at room temperature overnight. Then, 30 ml of ethyl acetate 
was added to the reaction solution, and tiie mixture was washed with water and with a saturated soidum 
chloride aqueous solution. The etiiyl acetate layer was dried over anhydrous magnesium sulfate. Then, th 
solvent was distilled off. and the residue was purified by silica gel column chromatography 



71 



EP 0 309 766 A2 



(chloroform/methanol = 10/1) to obtain 6.7 mg of the above identified compound as colorless powd r. 
Rf: 0.38 (chloroform/methanol = 10/1) 
Mass spectrum m/z 664(M* + 1 ) 
NMR (300 MHz, CDCb) 

5ppm: 0.81 (3H.tJ = 7.6Hz), 0.80-1 .90(1 8H,m). 2.45-2.96(1 2H,m). 3.02-3.76(9H.m). 4.55-4.71 (2H.m). 7.28- 
7.63(4H,m^. 7.74-7.91 (2H.m). 8.02(1 H.d. J =8Hz) 



EXAMPLE 27 

70 

(2S.3R,4S)-4-[L-N-[(2S or R)-2-ethylsulfonylmethyl-4-methylpentanoyllnorleucyl]amino-5-cyciohexyl-i- 
morpholrno-2.3-pentanedtol 

(1) Ethyl 2-isobutyl-2-propenoate 

(a) 1.6 g of a sodium hydride dispersion (60% in oil) was washed three times with n-pentane and dried 
by an argon stream. The obtained powder was suspended in 14 ml of dry DMF under an argon stream and 

20 8.97 g of ethyl diethylphosphonoacetate was dropwise added thereto under stirring at 0*C. The mixture 
was stirred at room temperature for one hour and then cooled to 0*C. Then. 6.58 g of l-bromo-2- 
methylpropane was dropwise added under stirring. Then, the mixture was stirred at 55 C overnight. Then. 
80 ml of water was added thereto, and the mixture was extracted with ethyl acetate. The ethyl acetate layer 
was washed with water and with a saturated sodium chloride aqueous solution and dried over anhydrous 

25 sodium sulfate. Then, the solvent was distilled off. The residue was purified by silica gel column 
chromatography (n-hexane/acetone = 4/1 ) to obtain 7.59 g of ethyl 2-diethylphosphono-4.methylpentanoate 
as colorless oily substance. 
Rf: 0.23 (n-hexane/acetone = 2M) 
NMR (300 MHz, CDOa) 

20 5ppm: 0.84-0-95(6H), 1 .22-1 .36(9H), 1 .58(1 H,m). 1 .86(1 H.m). 1 .98(1 H,m). 3.02(1 H.m), 4.06-4.25(6H) 

(b) 333 mg of lithium chloride was suspended in 14 ml of dry THF. Then. 2.0 g of ethyl 2- 
diethylphosphono-4-methylpentanoate was added thereto under stirring. Then, i .41 g of DBU was added 
thereto in the form of a dry THF solution. Then, a suspension of 348 mg of paraformaldehyde in dry THF 
was added thereto. The mixture was stirred at room temperature overnight. The reaction solution was 

35 subjected to filtration, and the collected substance was washed with a small amount of benzene. The filtrate 
and the washing solution were put together and concentrated under reduced pressure. The syrup thereby 
obtained was dissolved in 60 mi of ethyl acetate. The ethyl acetate layer was washed with water and with a 
saturated sodium chloride aqueous solution and dried over anhydrous sodium sulfate. Then, solvent was 
distilled off to obtain 700 mg of ethyl 2-isobutyl-2-propenoate as colorless oily substance. 

•to Rf: 0.53 (n-hexane^ethyt acetate - 20/1 ) 
NMR (300 MHz. CDCIa) 

6ppm: 0.89(6H). 1.30(3H), 1.78(1 H.m), 2.17(2H,m). 4.18(2H.m). 5.47(1 H.s). 6.l3(1H.s) 



45 (2) L-N-[(2RS)-2-ethylthiQmethyl-4-methylpentanoyl]norieucine tert*butyl ester 

(a) 650 mg of ethyl 2-isobutyl-2-propenoate was dissolved in 3 ml of methytmercaptan. and 50 mg of 
potassium tert-butoxide was added thereto. The mixture was stirred at room temperature for two hours. The 
reaction solution was diluted with 60 ml of ethyl acetate, washed with water and then With a saturated 

50 sodium chloride aqueous solution and dried over anhydrous sodium sulfate. The solvent was distilled off 
under reduced pressure to obtain 660 mg of ethyl 2-ethylthiomethyl-4-methyipentanoate as colorless oily 
substance. 

Rf: 0.40 (n-hexane/ethyl acetate « 20/1) 
NMR (300 MHz, CDCI3) 

55 5ppm: 0.90(6H), 1 .20-1 .34(6H). 1 ,48-1 .68(2H), 1 .75(0.5H). 2.00(0.5H). 2.52(2H). 2.59-2.79(3H). 4. 1 5(2H) 

(b) 650 mg of ethyl 2*ethylthiomethyl-4-methytpentanoate was dissolved in 6 ml of an ethanol/water 
(10/1) solution, 8.9 ml of an ethanol/water (10/1) solution of 2N potassium hydroxide was added ther to. The 
solution was stirred at room temperature for 2.5 hours, and then, the reaction solution was distilled off under 
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reduced pr ssure to obtain a suspension. To this suspension, 40 ml of water was added, and the reac^on 
solution was adjusted to pH2 with 2N hydrochloric acid under cooling with ice, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with water and then with a saturated sodium chlonde aqueous 
solution and dried over anhydrous sodium sulfate. Then, the solvent was distilled off to obtain 577 mg of 2- 

5 ethylthiomethyl-4-methylpentanotc acid as coloriess oiiy substance. 
Rf: 0.41 (chloroformymethanol/acetic acid « 10/0.5/0.1) 

(c) 570 mg of 2-ethylthiomethyl-4-methytpentanoic acid was dissolved in 7 ml of dry DMF, and 618 mg 
of L-norleucine tert-butyt ester. 657 mg of l-hydroxybenzotriazole and 860 mg of DCC were added thereto 
at O'C under stirring. The mixture was stinred at room temperature overnight Then, the precipitated 

70 dicyclohexyt urea was removed by filtration. The filtrate was diluted with 100 ml of ethyl acetate. The ethyl 
acetate layer was washed sequentially with 10% citric acid aqueous solution, with water, with a 4% sodium 
hydrogencarbonate aqueous solution, with water, with a saturated sodium chloride aqueous solution and 
dried over anhydrous sodium sulfate. The soh^ent was distilled off. A small amount of chloroform was added 
to the residue, the insotubles were removed twice by filtration. The filtrate thereby obtained was distilled off 

15 under reduced pressure. The residue was purified by silica gel column chromatography (n-hexane/ethyl 
acetate = 20/1) to obtain 679 mg of L-N-[(2RS)-2-ethytthiomethyl-4-methylpentanoyl]norteucine tert-butyl 
ester. 

Rf: 0.35 (n-hexane/ethyl acetate = 5/1) 
NMR (300 MHz. CDCb) 

20 5ppm: 0.8(9H). 1.19-1 .43<7H). 1.46(9H) 1 .52-1 .73(4H). 1,82(1H). 2.37(1H) 2,45-2.63(3 H). 2.78(1H). 4.50(1H) 
6.08(0.5H). 6.16(0.5H) 



(3) (2S,3R.4S)-4-{L-N-((2S or R)-2-ethylsulfonylmethy l-4-methylpentanoyl]norieucyllamino-5<:yclohexyl- 1 • 
25 morpholino-2.3-pentanediol 

(a) 679 mg of L-N-[(2RS)-2-ehtylthiomethyl-4-methylpentanoyllnorieucine tert-butyl ester was dissolved 
in 10 ml of methanol, and 3.21 ml of a 30% hydrogen peroxide aqueous solution and 62.4 mg of sodium 
tungstate dihydrate were added thereto. The mixture was stin-ed at room temperature for 2 hours. Then, 42 

30 mg of sodium tungstate dihydrate was further added thereto, and the mixture was stirred^ at room 
temperature for 4 hours. 100 ml of ethyl acetate was added to the reaction solution, and the ethyl acetate 
layer was washed with water and with a sodium chloride aqueous solution and dried over anhydrous sodium 
sulfate. The solvent was distilled off, and the residue thereby obtained was purified by silica gel column 
chromatography (n-hexane/ethyl acetate = 3/1) to obtain 358 mg of the isomer having a high Rf value of L- 

35 N-(2-ethylsulfonylmethyl-4-methylpentanoyl)norteucine tert-butyl ester and 315 mg of the isomer having a 
low Rf value. 



Isomer having a high Rf value: 

40 

Rf. 0.66 (n*hexane/ethyl acetate = 1/1) 
NMR (300 MHz, CDCb) 

6ppm: 0.85-1 .00(9H). 1 .20-1 .40(7H). 1.46(9H.s). 1 .53-1 .73(4H). 1.80(1H.m). 2.79-3.06(4H). 3.57- 
(1H.dd,J = 8.15Hz). 4.40(1 H,dt.J = 7,8H2). 6.27(1 H,d, J =8Hz) 



Isomer having a low Rf value: 

Rf: 0.56 (n-hexane/ethyl acetate « 1/1) 
50 NMR (300 MHz. CDCb) 

5ppm: 0.85-1 .00(9H). 1 .22-1 .42(7H). 1.47(9H,s). 1 .52-1 .88(5H). 2.80-3.02(4H). 3.60(1H.m). 4.46(1H.m). 6.16- 

(1H.d.J = 8Hz) 

(b) 358 mg of the isomer having a high Rf value of L-N.((2S or R)-2-ethylsulfonylmethyl-4- 
55 methy!pentanoyl]norteucine tert-tubyl ester was dissolved in dry dichloromethane. and 1 .5 ml of TFA was 
added thereto. The reaction solution was stirred at room temperature for i .5 hours, and then concentrated 
under reduced pressure to obtain a syrup. The syrup was dissolved in benzene, and the solution was 
concentrated under reduced pressure. This operation was repeated. The syrup was crystallized from diethyl 
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ether n-hexane. and evaporated under reduced pressure to dryness to obtain 312 mg of L-N-[(2S or R)-2- 
ethylsulfonylnnethyM-methylpentanoyl]nor*eucin as colorless solid. 
Rf: 0,24 (chloroform/methanol/acetic acid « 10/0.5/0.1) 
NMR (300 MHz. CDCI3) 

5 5ppm: 0.85-1. 00(9H). 1 .20-1 .45(8H), 1.51-1.83(3H). 1.93(1H,m). 2.82-3.1 7{4H). 3.82(1 H.ddJ »ai5H2), 4.56- 

(IH.dtJ = 7,8Hz). 6.91 (1H.br) 

(c) 25.6 mg of L-N-{(2S or R)-2-ethylsutfonylnr)ettiyl-4-methylpentanoyl]non6uctn6 was dissolved in 0.5 

ml of dry DMF. and a dry DMF solution of 30.8 mg of triethylamine. 25.2 mg of OPPA and 38.5 mg of 

(2RS,3R.4S)-4-amino-5-cyclohexyl-1-morphotino-2.3i)entanediol dihydrochloride was added thereto at - 
10 15* C under stinring. The mixture was stirred at the same temperature for one hour and at room temperature 

overnight The reaction solution was diluted with 10 ml of ethyl acetate. The ethyl acetate layer was washed 

with water and with a saturated sodium chloride aqueous solution and dried over anhydrous sodium sulfate. 

The solvent was distilled off under reduced pressure, and the residue thereby obtained was purified by 

silica gel column chromatography (chloroform/methanol ■ 50/1) to obtain 21.7 mg of (2S.3R.4S)-4-{L-N-(- 
T5 (2S or R)-2- ethyisulf ony Imethy l-4-methy lpentanoyl]norieucyl)amino-5-cyclohexyl-l -morpholino-2.3-pen- 

tanediol as cotoriess solid. 

Rf: 0.51 (chloroform/methanol = 10/1) 

Mass spectrum m/z 604{M* + 1) 

NMR (300 MHz. COCh) 

20 5ppm: 0.85-1 .02(9H). 1 .08-1 .98(25H). 2.46(2H.br), 2.62(1 H.t.J « 1 1 Hz). 2.72-3.06(5H). 3.24(2H,m). 3.38-3.52- 
(2H,m), 3.52-3.77(5H), 4.24(2H.m). 4.90(1H.br). 6.18(1 H.d.J = 7.1 Hz) 7.12(1H.d,J =a7Hz) 



EXAMPLE 28 

25 

(2S.3R.4S)-4-{L-N-{(2S or R)-5-ethy lthio-2-( 1 -naphthy ImethyQpentanoy l]norleucy I }amino-5-cyclohexy I- 1 - 
morpholino-2.3-pentanedioi 

30 50.5 mg of L-N-{(2S or R)-5-ethylthio-2-(1 -naphthy Imethy i)pentanoyl]norleucine was dissolved in 6.5 ml 
of dry DMF, and a dry DMF solution of 58^ mg of triethylamine. 47.4 mg of OPPA and 72.3 mg of 
(2RS.3R.4S)-4-amino-5-cyclohexyl-l-morpholino-2.3-pentanediol dihydrochloride was added thereto at • 
15* C under stirring. The mixture was stirred at the same temperature for two hours and at room 
temperature overnight The reaction solution was diluted with 30 mt of ethyl acetate, and the ethyl acetate 

35 layer was washed with water and wtih a saturated sodium chloride aqueous solution and dried over 
anhydrous sodium sulfate. The solvent was distilled off. and the residue thereby obtained was purified by 
Sflica gel column chromatography (chlorofomn/methanol = lOO/l) to obtain 25.5 mg of the atjove identified 
compound as coioriess solid. 
Rf: 0.50 (chloroform/methanol = 20/1 ) 

40 NMR (300 MHz. CDCI3) 

appm: 0.75-1 .04<5H), 1,04-1.35(1 1H), 1.35-1. 80(1 2H). 1.85(1H.m), 2.38-2.68{8H), 2.78(2H). 3.25- 
(2H.d,J = 7.9Hz). 3.48(2H.m). 3.68(4H). 4.22(2H.m). 4.58(1 H.br). 5.55(1 H.d.J« 7.1 Hz). 5.90(1 H,d.J = 8.7Hz). 
7.38f2H,m), 7.54(2H.m). 7.75(1 H.d.J ■7.9Hz). 7.88(1 H.d. J »7.9Hz). 7.96(1 H.d. J »7.9Hz) 

-iS 

EXAMPLE 29 



(2S.3R.4S)-4-{L-N-[(2S or R)-5-ethylsulfonyl-2-(1-naphthytmethyl)pentanoyl]norieucyl}amino-5-cyctohexyl-i- 
50 morphoiino-2.3-pentanediol ■ 

90 mg of L-N-((2S or R)-5-ethylsulfonyl-2-<1 -naphthy lmethyl)pentanoyl]norleucine was dissolved in 0 4 
ml of dry DMF. and 81 .4 mg of triethylamine. 66.3 mg of OPPA and 0.4 ml of a dry OMF solution of 101 mg 
of (2RS.3R,4S)*4-amino-5-cyclohexyl-l-morphotino-2.3-pentanediol dihydrochloride was added thereto at 
55 -15* C under stirring. Th mixture was stinred at the same temperature for 2 hours and at room temperatur 
overnight The reaction solution was diluted with 50 ml of ethyl acetate, and th ethyl acetate layer was 
washed with water and with a saturated sodium chloride aqueous sblution and dried over anhydr us sodium 
sulfate. The solvent was distilled off. and the residue was purified by silica gel column chromatography 
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(chloroform/memanol = 50/1) to obtain 46.2 mg of the above identified conDpound as colorless solid. 
Rf:0.51 (chloroform/mettianol = 10/1) 
NMR (300 MHz. COCI3) 

Sppm: 0.76-1 ,05(5H), 1 .05-2.02(24H). 2.48(2H,m), 2.62(2H.m). 2.70-3.00(6H), 3^(1 H.m). 3.32(1 H.m). 3.48- 
(2H.m). 3.65(4H), 4.22(2H.m). 4.60(1 H,br), 5.84(1 H.d.J = 7.1 Hz), 5.96(1 H,d J « a.7Hz). 7.38(2H.m). 7.54- 
(2H.m). 7.76(1 H.d J = 7.9H2). 7.88(1 H,d, J «7.9H2). 7.98(1 H,d J »7.9H2) 



EXAMPLE 30 

(2S.3R.4S)-4-{L-N-[(2S)-3-ethyl3ulfonyl-2-(8K^uinolyimethyl)propionyilhoriuecyl}an^^ 
morpholino-2,3-pentanediol 

The condensation reaction was conducted by using 33 mg of L-N-((2S)-3-ethylsulfonyl-2-(8-quinolyl- 
methyt)propionyl]norieucine which was one of diastereomers, as an acid component, and 1 mg of 
(2S,3R,4S)-4-amino-5-cyclohexyl-l-morpholino*2.3-pentanediol dihydrochloride, 51 ul of triethylamine and 
21 ul of DPPA as amine components. The product was purified by silica gel column chromatography 
(chloroform/methanol/conc. ammonia = 150/3/0.1) to obtain 27 mg of the above identified compound. 
Rf: 0.48 (chloroform/methanot = 1O/I) 



EXAMPLE 31 

(2S.3R.4S)-4-{L-N'*-[(2S)-3-ethylsulfcnyt-2-(1-naphthylmethyl)propionyl3histidyl}amino-5-cyclohexyl-1- 
mQrpholino-2.3-pentanediol 

(a) 56.5 mg of u-N*»-[(2RS)-3-ethylsuifonyl-2-(1-naphthylmemyl)propionyl)-N'"-triphenylmethylhistidine 
was dissolved in 0.4 ml of dry DMF, 10.4 mg of triethylamine and 28.3 mg of DPPA were added thereto at 
-15* C under stirring. Further. 24.3 mg of triethylamine and 43.1 mg of (2RS.3fl,4SH-amino-5-cyclohexyl-l- 
morpholino-2.3-pentanediol.dihydrochloride were added thereto, arid the mixture was stirred at the same 
temperature for 1 hour and at room temperature overnight. The reaction solution was diluted with 30 ml of 
ethyl acetate, and the ethyl acetate layer was washed with water and with a saturated sodium chloride 
aqueous solution and dried over anhydrous sodium sulfate. Then, the solvent was distilled off. The residu 
was purified by silica gel column chromatography (chloroform/methanol = 40/1) to obtain 32.3 mg of 
(2S.3R.4S)-4-{L-N°-[(2RS)-3-ethylsulfonyl-2-(1-naphthylmethyl)propionyl]-N*'"-triphenylmethylhistidyl}amin^^ 

5-cyciohexyl-l-morpholino-2,3-pentanediol as colorless solid. 
Rf: 0.45, 0.53 (chloroform/rnethanol = 10/1) 
Mass spectrum m/z 954<M + 1 ) 

(b) 32.3 mg of (2S,3R.4S)-4-{L-N«-((2RS)-3-ethylsulfonyl-2-(1-naphthylmethyl)propionyl}-N""- 
triphenylmethylhistdyl}amino-5-cyclohexyl-l-morphollno-2,3-pentanedlol was dissolved in 0.4 ml of dich- 
loromethane. and 0.1 ml of TFA was added thereto. The mixture was stirred at room temperature for one 
hour, and then the solvent was distilled off. The residue was dissolved In 15 ml of ethyl acetate, and the 
organic layer was washed sequentially with a 4% sodium hydrcgencarbonate aqueous solution, with water 
and with a saturated sodium chloride aqueous solution and dried over anhydrous sodium sulfate. The 
solvent was distilled off, and the residue thereby obtained was purified by silica gel column chromatography 
(toluene/methanol = 10/1) to obtain 19.1 mg of (2S.3R.4S)-4.{L-N*"-[(2RS)-3-ethylsulfonyl]-2-(1-naphthyl- 
methyl)p'entanoyi]histidyl}amino-5-cyclohexyM-morpholino-2.3-pentanediot as colorless solid. 

Rf: 0.07. 0.17 (chloroform/methanol = 10/1) 
Mass spectrum m/z 712(M* •♦'1) 
NMR (300 MHz. COCIs) 

fippm: 0.62-1 .87(1 6H). 2.48(2H). 2.55-2.95(5H). 3.05(4H,m). 3.25-3.58(5H), 3.58-3.80(5H). 4.10(0.7H,m). 4.19- 
(0.3H.m). 4.43(0.7H.m). 4.53(0.3H.m). 6.88(0.3H,s), 6.91 (0.7H.S). 7.30-7.65(5H). 7.76(1 H). 7.87(1 H). 8.04(1 H) 

(c) 16 mg of (2S.3R,4S>-4-{L-N*»-((2RS)-3-ethylsuHonyi-2-(1-naphthylmethyl)propionyl]histidyl}amino-5- 
cyclohexyl-1-morpholino-2,3-pentanediol was purified by high performance liquid chromatography (Inertsil, 
ODS, 7.6 X 250 mm) by using a solvent mixture of 0.01 M phospholic acid-triethylamine bufer (pH7)- 
methanol (30-70) to obtain 2,45 mg of (2S,3R,4S)-4.{L-Na-[(2S)-3-othylsulfonyl-2-(1-naphthylmethyl)- 
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pit)piony]histidyl}amino-5-cyclohexyl-l-morpholino-2.3-pentanediol as coloriess solid. 
Retention time: 29.30 minutes 
Column: Inertsll ODS 7.6 x 250 mm 

Moving phase: 0.01 M phospholic acid-triethylamine (pH7)/methanol = 30/70 
5 Verosity: 2.5 ml/min. 
Detector: UV (245 nm) 



EXAMPLE 32 

TO 

(2S,3R.4SK'{L-N-[(2Sh3*ethylsuffonyl-2'(l'naphthylmethyi)proplonyl]seryl}amino-5<yct^^ 
morpholino-2,3*pentanediol 

(1) L-N*[(2S>*3-^thyisulfonyl'-2-(l'naphthylmethyi)propionyl]serine 

(a) 72.5 mg of (2RS)-3*ethytthio-2-(1-naphthylmethyl)propionic acid was dissolved in Q2 ml of dry DMF. 
and 99 ui of triethylamlne. 77 ul of DPPA and 0.6 ml of a dry OMF solution of 60.4 mg of L-serine ethyl 

20 ester hydrochloride was added thereto at -IS* C under stining. The mixture was stirred at room temperature 
overnight. Then. 50 ml of ethyl acetate was added to the reaction solution, and the mixture was washed with 
water and with a saturated sodium chloride aqueous solution. The ethyl acetate layer was dried over 
anhydrous magnesium sulfate, and then the solvent was distilled off under reduced pressure. The residue 
was purified by silica gel column chromatography (n*hexane/ethyt acetate = 2/1 ) to obtain 28.8 mg of L-N- 

25 {(2S)-3-ethylthio-2-(i-naphthylmethyl)propionyl}serine ethyl ester as colorless powder. 
Rf: 0.32 (n-hexane/ethy I acetate = 

(b) 28.8 mg of L-N-{(2S)-3-ethylthlo-2-(1-naphthylmethyl)propionyl}serine ethyl ester was dissolved in 
0.4 ml of ethanoK and 0.34 mi of an ethanol/water (10/1) solution of IN potassium hydroxide was added 
thereto. The mixture was stirred at room temperature for 1.5 hours. Under cooling with ice, IN hydrochloric 

30 acid was added to the reaction solution to adjust the solution to pH2, and the solution was extracted with 
ethyl acetate. The ethyl acetate layer was washed with water and with a saturated sodium chloride aqueous 
solution and dried over anhydrous magnesium sulfate. Then, the solvent was distilled off under reduced 
pressure to obtain 26.1 mg of L-N-{(2S)-3-ethylthio-2-(l-naphthylmethyl)propionyl}serine as colorless oily 
substance. 

35 Rf: 0.23 (chloroform/methanol/acetic acid = 10/1/0.2) 

(c) 26.1 mg of L-N-{(2S)-3-ethylthio-2-{1-naphthylmethyl)propionyl}sehne was dissolved in 0.8 ml of 
methanol, and 0.14 ml of a 30% hydrogen peroxide aqueous solution and 2.6 mg of sodium tungstate 
dihydrate were added thereto. The mixture was stirred at room temperature for 5.5 hours. 30 ml of ethyl 
acetate was added to the reaction solution, and the mixture was washed sequentially with IN hydrochloric 

40 acid, with water and with a saturated sodium chloride aqueous solution. The ethyl acetate layer was dried 
over anhydrous magnesium sulfate, and the solvent was distilled off under reduced pressure to obtain 28.3 
mg of L-N-{(2S)-3-ethylsuifonyl-2-(i-naphthylmethyl)propionyl}serine as colorless oily substance. 
Rf: 0.08 (chloroform/methanotacetic acid » 10/10.2) 

[2) (2S.3R.4S)'4'[L-N«{f2S)*3-ethylsulfonyl'2-(i'naphthylmethyl)propionyl)seryl}amino-5*cyclohexyi-i- 
morpholino-2.3*pentanediol 

28.3 mg of L-N-{f2S>-3-ethylsulfonyl-2-(i-naphthylmethyl)propionyl)serine was dissolved in 0.1 ml of dry 
50 DMF. and 44 ul of triethylamine. 22 ul of DPPA and 0.3 ml of a dry DMF solution of 38.1 mg of (2S.3R.4S)- 
4-amino-5-cyclohexyi-i-morphoiino-2.3-pentanediol dihydrochloride was added thereto at -15* C under 
stirring. The mixture was stirred at room temperature overnight. Then. 35 ml of ethyl acetate was added to 
the reaction solution, and the mixture was washed with water and with a saturated sodium chloride aqueous 
solution. The ethyl acetate layer was dried over anhydrous magnesium sulfate, and th solvent was distilled 
55 off under reduced pressure. The residue was purified by silica gel column chromatogrrphy 
• fchloroform/methanol = 30/1) to obtain 11.5 mg of the above identified compound as colorless powder. 
Rf: 0,24 (chloroform/m than 1-10/1) 
Mass spectrum m/z 662(M* + 1) 
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TO 



NMR (300 MHz. CDCb) , . ^ no 

fippm- 070^).98<3H,m). 1 .23(3HXJ - 7.6H2), 1.04-1. 80(1 3H.m), 2.43.^67(2H.m), 2.68-2.90(4H.m). 2.93-3.21- 
(4Hm) 3.30-3.52(5H.m), 3.58-3.81 (6H.m). 4.m^7(2H.m). 4.77(1H.br s). 6.08(1 H.d. J - 8H2). 6.96- 
(1HdJ»9H2). 7.28.7.63(4H.m), 7.79(1 H.d. J «8H2). 7.89(1 H.d J =8H2), 7.99(1 H.d.J = 8H2) 



EXAMPLE 33 

(2S. 3R,4S)^4-{L-N-[(2$^3-9myisulfony^■2-(^naphthy^methy^)propiony^]methio^yl]^^ 
morpholino-2.3-pentanediol 



(1) L-N-[(2RS)-3-9thylsulfonyt-2-(1'naphmyimethyt)propionyllmethionine 

(a) 1.0 g of (2RS)-3-ethylthio-2-(l-naphthylmethy!)propionic acid was dissolved in 36 ml of methanol, 
and 6.1 ml of a 30% hydrogen peroxide aqueous solution and 140 mg of sodium tungstate dihydrate were 
added thereto. The mixture was stin-ed at room temperature ovemight 350 ml of ethyl acetate was added to 
the reaction solution, and the mixture was washed sequentially with IN hydrochloric acid, with water and 

20 with a saturated sodium chloride aqueous solution and dried over anhydrous magnesium sulfate. The 
solvent was distilled off under reduced pressure to obtain 1.08 g of (2RS)-3-ethylsulfony!.2-{1-naphthyl- 
methyl)propionic acid as colorless crystals. 
Rf: 0.47 (chlorofornrvmethanol/acetic acid = 10/1/0.5) 

(b) 99.2 mg of L-methionine ethyl ester monohydrochloride was dissolved in 1.5 ml of dichloromethane. 
25 and 65 ui of triethylamine was added thereto. Under cooling with ice. 129.9 mg of (2RS)^3^thylsulfonyl-2. 

(l.naphthytmethyl)propionlc acid. 71.5 mg of i-hydroxybenzotriazole and 99.5 mg of OCC were added 
thereto. The mixture was stirred at room temperature ovemight. and then, the insolubles substances were 
removed by filtration. The filtrate was diluted with ethyl acetate, washed sequentially with a 10% citric acid 
aqueous solution, with a saturated sodium carbonate aqueous solution and with a saturated sodiumxhionde 
30 aqueous solution and dried over anhydrous magnesium sulfate. The solvent was distilled off under reduced 
pressure, and the residue was purified by silica gel column chromatography (chloroform/ethyl acetate = 
3/1) to obtain 51.3 mg of L-N-{(2RS)-3-ethylsutfonyl-2-(1-naphthylmethyl)propionyi}methionine ethyl ester 
as coioriess powder. 

Rf: 0.38. 0.45 (chloroform/ethyl acetate * 5/i) 
35 (c) 80 mg of L-N-{(2RS)-3-ethylsulfonyl-2-(1-naphthylmethyl)propionyl}methionine was dissolved in 3.6 
ml of ethanot, and 0.86 ml of an ethanol/water (10/1) solution of IN potassium hydroxide was added-thereto. 
The mixture was washed with water and with a saturated sodium chloride aqueous solution. The ethyl 
acetate layer was dried over anhydrous magnesium sulfate, and the solvent was distilled off under reduced 
pressure to obtain 75.3 mg of L-N.{(2RS)-3-ethylsulfony!-2.(1-naphthylmethyl)propionyl}methionine as 

40 colorless crystals. 

Rf: 0.31, 0.43 (chloroform/methanol/acetic acid ' 10/1/0.5) 

(2) (2S,3R.4S)-4-{L-N-[(2S)-3-ethylsulfonyl-2-(l-naphthylmethyl)propionyl]methionyl}amino-5-cyclohexyi-i- 
45 rnorpholino-2.3-pentanediol 

75.3 mg of the compound obtained in step (1) was dissolved in 0.5 ml of dry DMF. and 106 ul of 

triethylamine. 56 ul of DPPA and 90.4 mg of (2S,3R.4S)-4-amino-5-cyclohexyt-1-morpholino-2,3-pen. 

tanediol.dihydrochloride were added thereto at -15*C under stirring. The mixture was stirred at room 
50 temperature ovemight Ethyl acetate was added to the reaction solution, and the mixture was washed with 

water and with a saturated sodium chloride aqueous solution and dried over anhydrous magnesium sulfate. 

The residue was purified by silica gel column chromatography (chloroform/methanol « 20/1 K and separat d 

and purificated by thin layer chromatography (silica gel plate, developer chloroform/methanol = 10/1) to 

obtain 12.6 mg of the above identified compound as coioriess powder. 
55 Rf:0.41 (chloroform/methanol » 10/1) 

Mass spectrum m/z 706(M * + 1 ) 

NMR (300 MHz. CDCta) 

appm: 0.80-1 .06(2H.m). 1,06-2.1 0(1 6H,m). 2.03(3H.s). 2.40-2.90(1 OH. m). 3.02(1 H.dd.J = 3.14Hz). 3.24-3.78- 
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(12H.m). 4.1 5-4.32(1 H.m), 4.39-4.55(1 H.m). 6^(lH.dJ = 9H2). 6.50(1 H.d.J « SHz). 729-7.63(4H.m), 7.79- 
(1H.d.J = 8H2), 7.89(1 H.dJ a 8H2. 8.00(1 H,d J = 8H2) 



5 EXAMPLE 34 



(2S,3R.4S)-4'{L-N^(2S)'3-isopropylsutfonyl-2'(8-quinolylmethyl)propionyllleucyl}OT 
morpholino»2,3*pentanediol 

TO 

(a) The ethyl ester of the above identified compound was obtained in the same manner as in Example 
10 by Michael addition reaction of ethyl 2-(8-quinotylmethyl)acrylate with isopropylmercaptan. The ester 
was subjected to saponification by an ethanot/water (10/1) solution of IN potassium hydroxide, and then 3- 
isopropylthio*2-(8*qutnolylmethyl)propionic add as yellow solid (yield: 81%). 

75 NMR (300 MHz. CDCb) 

5ppm: 1.16(3H.dJa7H2), 1 23(3H,d. J = THz), 2.75(1H,m). 2.8-2.9(2H.m). 3.18(2H.m). 3.87- 
(1H,dd.J«2.4,15H2) 

(b) (2RS)-3-tsopropylthio-2-(8-quinolylmethyl)propionic acid with leucine tert-butyi ester were condensed 
by a usual OPPA method, followed by oxidation into the sulfony) compound in methanol'30% hydrogen 

20 peroxide aqueous solution (10/1) in the presence of a sidium tungstate catalyst. The product was purified by 
silica gel column chromatography (n-hexane/ethyl acetate - 1/1) to obtain L-N*[(2RS>-3-isopropylsutfonyt-2* 
(d-quinolylmethyl)propionyl]leuctne tert*butyl ester as colorless transparent syrup. 
Rf: 0.27. 0.30 (n-hexane/ethyl acetate = 1/1) 

(c) 54 mg of L-N-{(2RS)-3-iscpropylsulfonyl-2-(8-quinolyimethyl)proptonyl]leucine tert-butyl ester was 
25 dissolved in 0.8 ml of dichloromethane/TFA (1/1). The solution was concentrated under reduced pressure 

and dried to obtain 45 mg of L-N-[(2RS)-3-isopropyisulfonyl-2-(8-quinolyimethyl)propionyl]leucine as solid. 
This compound was subjected to condensation reaction with (2S,3R.4S>-^amino-5-cyciohexyl-i- 
morpholtno-2«3-pentanediol by a usual DPPA method. The product was purified by silica gel column 
chromatography (chloroform/methanol = 50/1) and separated a stereoisomer to obtain 17 mg of the above- 
so identified compound. 

Rf : 0.46 (chloroform/methanol » 50/1 ) 



EXAMPLE 35 

35 

(2S,3R.4S)-4-{L-N°'[(2S>-3-isopropylsulfinyl-2-(1-naphthylmethyl)propionyl]histidyl}amino-5<yclohexyl-^ 
morpholino-2.3-pentanediol 

JO (a) 7 g of sodium hydroxide was dissolved in 30 ml of water. 45 ml of methanol was added thereto and 
throughly mixed therewith, and 6.86 ml of ^-mercaptopropionic acid was dropwise added thereto. Then. 
17.43 g of isopropyf bromide was added thereto, and the mixture was stinted at room temperature overnight. 
The isopropyl bromide was gradually dissolved and reacted. The reaction solution was diluted with 120 ml 
of water and washed with 120 ml of diethyl ether. The separated aqueous layer was adjusted to pHi with 

45 cone, hydrochloric acid under cooling with ice. and extracted with ethyl acetate (200 ml x 2, 100 x 1). Then, 
the organic layer was washed with a saturated sodium chloride aqueous solution (100 ml x 2). dried over 
anhydrous magnesium sulfate, and then concentrated under reduced pressure to obtain 9.27 g of syrup of 
3-isopropytthiopropionic acid. 

Rf: 0.43 (chloroform/methanol/33% acetic acid « 10/1/0.5) 

so (b) 226 mg of 3-isopropylthlopropionic acid was dissolved in 1 .5 ml of dry dichloromethane. 0.22 ml 
(1.0 eq) of triethylamine was added thereto, and then the mixture was cooled with ice. 0.19 ml of pivaloyi 
chloride was added thereto under stirring to obtain a gelled reaction solution. The reaction solution was 
stirred at 10* C for 10 minutes and then cooled with ice. A dichloromethane solution of lithium amide 
prepared from 270 mg of (4R.5SH-methyl-5^enyl-2-oxazolidinone and 0.96 ml of 1.5M n-butyl lithium 

55 was prepared, and the solution was added to the previous reaction solution under cooling with ice. The 
mixture was stirred at room temperature ovemight. and then the reaction solution was diluted with 20 ml of 
chloroform. After washing with 15 ml of a 4% sodium hydrogencarbonate aqueous solution, th chloroform 
solution was dried over anhydrous magnesium sulfate. The chloroform solution was concentrated under 
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reduced pressure, and then purified by silica gel column chromatography (n-hexane/ethyl acetate - e/^) to 
obtain 240 mg of (4R,5S)-3-<3-isopropylthiopropionylH-methyl-5-phenyl-2-oxazolidfnone as colorless trans- 
parent syrup (yield: 51%). 

(c) 4.47 g of (4R,5S)-3-{3-isopropytthiopropionylH-methyl-5-phonyl-2-oxazolidinon was dissolved m 30 
ml of dry THF. 24 ml of tetrahydrofuran solution of lithium diisopropylamide prepared from 2.36 g of 
diisopropylamine. 20 ml of THF and 14.7 ml of a n-hexane solution of 15% n-butyl lithium, was added 
thereto at -78* C. The mixture was stirred at -78' C for 30 minutes. 15 ml of a THF solution of 3.57 g of l- 
{bromomethyl)naphthalene was dropwise added thereto. Then, temperature of the reaction solution was 
raised to -35* C. and the stining was continued overnight 40 ml of a saturated ammonium chloride aqueous 
solution was added to the reaction solution to decompose excess anions in the reaction solution. Further, 
the reaction solution was diluted with 40 ml of water and extracted with 200 ml of ethyl acetate. The ethyl 
acetate layer was washed sequentially with 100 ml of a 5% potassium hydrogen sulfate aqueous solution, 
with 100 ml of a 4% sodium hydrogencarbonate aqueous solution and with 100 ml of a saturated sodium 
chloride aqueous solution. The ethyl acetate layer was dried over anydrous sodium sulfate, and then 
concentrated under reduced pressure. The resulting syrup was purified by silica gel column chromatog- 
raphy (n-hexane/ethyt acetate = 7/1) to obtain 1.78 g of (4R.5S)-3-{(2S)-3-isopropylthio-2-<l- 
naphthytmethyl)propionyl}-4-methyl-5-pheny|.2-oxa20lidinone as slightly yellow transparent syrup (yield: 
27%). 

NMR (300 MHz. CDCI3) 

5ppm: 0.65(3H.d.J=7.1H2). 1.14(3H.d.J =»6.5H2). 1.20(3H,d.J-6.5Hz). 2.63(1 H.dd J = 5.7,1 2.6H2j, 2.92- 
(lH,m). 2.95(1 H,ddJ = 8.9.12.6Hz). 3.41(1 H.dd.J = 9.9, 13.8H2). 3.54(1 H.ddJ* 4,7.1 3.8Hz). 4.70(1H.m), 4.77- 
(IH.m), 5.62(1 H,d.J- 7.0Hz) 
Optical purity: 99% (HPLC analysis) 

(d) 45 mg of {4R,5S)-3-{(2S)-3-isopropylthio-2- (1-naphthylmethyl)propionyl}-4-methyl-5-phenyl-2-ox- 
azolidinone was dissolved in 0.6 ml of THF. 0.3 ml of a solution of 50 mg/ml lithium hydro)lide monohydrate 
was added thereto under cooling with ice. The mixture was stirred at O'C for 1 hour and at room 
temperature for 3 hours. Only the THF was concentred under reduced pressure, and water was added 
thereto. Then, the precipitated norephedrineamide was removed by filtration. The filtrate was adjusted to 
pHl with IN hydrochloric acid, and extracted with ethyl acetate (15 ml x 2 times). The ethyl acetate layer 
was dried over anhydrous magnesium sulfate, and then concentrated under reduced pressure to obtain 24 
mg (yield: 24%) of a syrup of (2S)-3-isopropylthio-2-(l-naphthylmettiyl)propionic acid. This compound was 
condensed with L-N""-triph0nylmethylhistidine methyl ester by a usual DPPA method. The product was 
purified to obtain 40 mg of L-N*»-{(2S)-3-isopropylthio-2-(1-naphthylmethyl)propionylhN""-triphenylmethyl- 
histidine methyl ester as wnite solid, 

Rf: 0.36 (benzone/methanol = 20/1) 

(e) 40 mg of L-N*'-[(2S)-3-isopropy lthio-2-(1 -naphthylmethyl)propionyl)-N*'"-tripheny Imethylhistidin 
methyl ester was dissolved in 0.6 ml of dioxane. 0.3 ml of a 37 mg/ml sodium bromide trihydrate^aqueous 
solution was added thereto at room temperature. The reaction solution was stirred at room temperature for 
15 minutes, and then diluted with 20 ml of ethyl acetate. The reaction solution was washed with 8 ml of 
water and then with 8 ml of a saturated sodium chloride aqueous solution and dried over anhydrous sodium 
sulfate. The reaction solution was concentrated under reduced pressure to obtain yellow solid. This product 
was saponified with a solution of 0.4N potassium hydroxide in methanol/water (lO/l) to obtain 40 mg of L- 
N"-[(2S)-3-isopropylsulfinyl-2-(i-naphthylmethyl)propionylhN*'"-triphenylmethylhistidine (Rf: 0.48, 
chtoroform/methanol/33% acetic acid « 10/1/0.2). This compound was condensed in the same manner as 
in Example 11 with (2S.3R.4S)-4-amino-5-cyclohexyl-l-morpholino-2,3-pentanediol by a usual DPPA m th- 
od, further subjected to removal of a triphenylmethyl group by dichloromethane/TFA (3/4). The product was 
purified by silica gel column chromatography (chloroform/methanol/conc. aqueous ammonia = 30/3/0.02) to 
obtain 20 mg of (2S.3R,4S)-4-{L-N**-[(2S)-3-isopropylsulfinyl-2-(l-naphthylmethyl)propionyl3hi5tidyl}amino-5- 
cyclohexyl-i-morphoiino-2.3-pentanediol as white solid. 

Rf: 0.28, 0.27 (chloroform/methanol/conc. aqueous ammonia = 10/1/0.5) 



EXAMPLE 36 

(2S.3R,4S)-4-{L-N-{(2S or R)-3-(2-hydroxyethyl)3ulfonyl-2-(1-naphtiiylmethyl)propicnyt]norleucyl}amino-S- 
cyclohexyi-i-morpholino-STa-oentanediol 
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f1) (2RS)'3"(2*hydroxyethyl)thio-2'(l-naphthyimethyOproptonic acid 

(a) 3^ g of a sodium hydride dispersion (60% in oil) was washed three times with n-pentane and dried 
in an argon stream. The resulting powder was suspended in 30 ml of dry OMF under an argon stream, and 

5 17.9 g of ethyl diethylphosph no acetate was dropwise added thereto over a period of i hour at O' C under 
stirring. The mixture was stirred at room temperature for 1 hour and cooled to 0*C. 17.0 g of i- 
chloromethylnaphthaiene was dropwise added thereto over a period of 50 minutes under stirring. The 
mixture was stiaed at 55*C ovemight Then. 160 ml of water was added to the reaction solution, and the 
mixture was extracted with ethyl acetate (80 ml x 3 times). The ethyl acetate layer was washed with a 

to saturated sodium chloride aqueous solution and dried over anhydrous sodium sulfate. The solvent was 
distilled off. and the syrup thereby obtained was purified by silica gel column chromatography (n- 
hexane/ethyl acetate = 2/'3) to obtain 28.7 g of ethyl 2-diethylphosphono-3-(l naphthyOpropionate as 
coloriess oily substance. 
Rf: 0.37 (n-hexane/ethyl acetate « 1/2) 

75 (b) 1.92 g of lithium chloride was suspended in 50 ml of dry THF. and 15 g of ethyl 2- 
diethyIphosphono-3-(1-naphthyl)propionate was dropwise added thereto. Then. 16 mi of a 50% dry THF 
solution of OBU was dropwise added thereto, and 2.01 g of paraformaldehyde suspended in dry THF was 
added thereto. The mixture was stin-ed at room temperature for 3 hours, and the insolubles were removed 
by filtration and washed with a small amount of diethyl ether. The washing solution and and the filtrate were 

20 put together, and the solvent was distilled off. The resulting syrup was dissolved in 180 ml of diethyl ether. 
The diethyl ether layer was washed sequentially with a 10% citric acid aqueous solution, with water and 
with a saturated sodium chloride aqueous solution and dried over anhydride sodium sulfate. The solvent 
was distilled off. and the syrup thereby obtained was purified by silica gel column chromatography (n- 
hexane/diethyl ether « 20/1) to obtain 6.48 g of ethyl .2-<i-naphthyl)methyl-2-propenoate as colorless oily 

25 substance. 

Rf: 0.45 (n-hexane/ethyl acetate = 10/1) 
NMR (300 MHz. CDCb) 

«ppm: 1.33(3H.tJ=»6.9H2). 4.10(2H,s). 4.27(2H.q,J = 6.9H2). 5.16(1 H.d.J » 1.5H2), 6.24(1 H.d.J = 1.5H2). 7.35- 
(1H.d.J-8H2). 7.40-7.52(3H). 7.78(2H.d.J = 8Hz), 7.82-7.95(2H) 

30 (c) 2.04 g of ethyl 2-(l-naphthyl)methyl-2-propenoate was dissolved in 714 ul of 2-mercaptoethanol. and 
102 mg of potassium tert-butoxide was added thereto at room temperature under stirring. The mixture was 
stirred at room temperature for 15 minutes. 500 ul of 2-mercaptoethanol was added thereto and the mixture 
was stirred for 15 minutes. Then, the reaction solution was diluted with 150 ml of diethyl ether. The diethyl 
ether layer was washed with water and with a saturated sodium chloride aqueous solution and dried over 

35 anhydrous sodium sulfate. The solvent was distilled off to obtain 2.81 g of ethyl (2RS)-3-(2-hydroxyethyf)- 
thio*2*n-naphthylmethyl)propionate as coloriess oily substance. 
Rf: 0.43 (n-hexane/ethyl acetate » 1'1) 
NMR (300 MHz. COCI3) 

5ppm: 1.08(3H.tJa7.5Hz). 2.40(1 H.br). 2.63(2H.tJ = 5.9Hz). 2.69(1 H.m). 2.84(1 H.m), 3.04(1 H.m), 3.35- 
40 (2H.m). 3.61 (2H,tJ« 5.9Hz). 4,04(2H.q.J = 7.5Hz), 7.30(2H.m). 7.4a(2H.m). 7.70(1 H.dJ « 7 9Hz). 7.82- 
(1 H,d.J = 7.9Hz). 8.00(1 H.d J = 7.9Hz) 

(d) 151 mg of ethyl (2RS)-3 f2-hydroxyethyl)thio-2-(1-naphthylmethyl)propionate was dissolved in 0.9 ml 
of a solution of ethanol/water (10/1), and 1.I8 ml of a solution of 2N potassium hydroxide in ethanoi water 
(lO'l) was added thereto. The mixture was stirred at room temperature for 2 hours, and then the reaction 
45 solution was concentrated under reduced pressure. To the concentrated solution, water was added and th 
reaction solution was adujusted to pH2 with 2N hydrochloric acid at 0*C under stirring, and extracted with 
ethyl acetate. The ethyl acetate layer was washed with water and with a saturated sodium chloride aqueous 
solution and dried over anhydrous sodium sulfate. Then, the solvent was distilled off. and the residu 
thereby obtained was purified by silica gel column chromatography (chloroform-ethyl acetate acetic acid s 
so 6'3'0.1) to obtain 82 mg of (2RS)-3-(2-hydroxyethyl)thio-2-(i-naphthylmethyl)proptonate as colorless solid. 
Rf: 0.28 (chloroform/methanol/acetic acid « 10/0.5/0.1) 
NMR (300 MHz. CDCI3) 

5ppm: 2.68(2H.t.J = 5.7Hz). 2.74(1H.m). 2.86(1H.m). 3.14(1H.m). 3.33(1 H.dd.J = 6.3.l3.8Hz). 3.57- 
(1 H.dd.J « 6.3.1 3.8Hz). 3.64(2H,t.J » 5.7Hz). 7.38(2H.m). 7.52(2H.m). 7.77( 1 H.d. J « 7.2Hz). 7.88- 
55 (1 H.dd.J = 1 .8.7.8Hz). 8.60(1 H.d.J « a4Hz) 



(2) (2S.3R.4S)-4-{L-N-[(2S or R)*3'(2-hydroxyethyl)sutfonyl-2-(l-naphthyimethyt)propionyl]norieucyl}amino- 
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5*cydoh9xyl'Vmorpholino-2.3-pentan9diQl 

(a) 80 mg of (2RS)-3-(2-hydroxyethyl)thio-2-<l-naphthylmethyl)pfOptonic acid was dissolved in 0.7 ml of 
dry DMF. 56.9 mg of Lnorieucine tert-butyl ster. 68.6 mg of 1 -hydroxybenzotriazole and 79.2 mg of DCC 

5 were added thereto at O'C under stirring. The mixture was stirred at room temperature overnight. The 
precipitated dicyclohexyl urea was removed by filtration, and th filtrat was diluted with 20 mi of ethyl 
acetate. The ethyl acetate layer was washed sequentially with a 10% citric acid aqueous solution, with wat r 
and with a saturated sodium chloride aqueous solution and dried over anhydrous sodium sulfate. Then, the 
solvent was distilled off, and the residue was purified by silica gel column chromatography (chloroform/ethyl 

TO acetate = 7/1) to obtain 35.7 mg of the isomer having a high Rf value of L-NH(2RS)-3-(2-hydroxyethy!)thlo- 
2*{l-naphthytmethyl)proptonyl]norteucine tert-butyl ester, and 15.9 mg of the isomer having a low Rf value 
and 32.3 mg of the mixture thereof. 



15 Isomer having a high Rf value: 

Rf: 0.80 (chloroform/ethyl acetate = 1/1) 
NMR (300 MHz, COCb) 

5ppm: 0.85(3H.tJ-7.1H2). 1.00-2.00(1 5 H). 2.64<2H.t,J =5.1H2), ^68-2.84(3H). 2.96(1 H.m). 3.32(2H.m). 3.66- 
20 (2H.d,J = 5.1Hz). 4,35(1H.m). 6.lO(1H.d.J = 7.9Hz), 726-7.40(2H) 7.44-7.60(2H), 7.72(1 H.d.J = 7.9H2). 7.84- 
(1 H.dJ a 7.9Hz), 8.04(1 H.d,J = 7.9H2) 



Isomer having a low Rf value: 

25 

Rf: 0.52 (chloroform/ethyt acetate = 1/1) 

(b) 359 mg of the isomer having a high Rf value of L-N-[3-(2-hydroxyethyl)thlo-2-<l-naphthylmethyl)- 
propionyljnorleucine tert-butyl ester was dissolved in 5 ml of methanol, and 1.33 ml of a 30% hydrogen 

30 peroxide aqueous solution and 25.7 mg of sodium tungstate dihydrate were added thereto. The mixture was 
stirred at room temperature for 2 hours. The reaction solution was diluted with 50 ml of ethyl acetate, and 
the mixture was washed with water and with a saturated sodium chloride aqueous solution and dried over 
anhydrous sodium sulfate. The solvent was distilled off to obtain 332 mg of L-N-((2S or' R)-3-(2- 
hydroxyethyl)sulfonyl-2-(l-naphthylmethyl)propionyl]norteucine tert-butyl ester. 

35 Rf: 0.34 (chloroform/ethyl acetate ' 1/1) ' 
NMR (300 MHz. COCb) 

5ppm: 0.86(3H.t.J = 7.1Hz). 1.05-1.35(4H). 1.40(9H.s). 1 .54-1 .82(3H), 3.02-3.24(3H). 3.24-3.50(3H). 3.92-4.06- 
(3H). 4.26(1 H.m). 6.05(1 H,d,J = 7.9Hz). 7.28-7. 42(2H). 7.48.7.63(2H). 7.76(1 H.d.J = 7.9H2). 7.88- 
(1 H,d,J * 7.9Hz). 8.01 (1 H,d.J » 7.9Hz) 

40 (c) 315 mg of L-N-[(2S or R)-3-(2-hydroxyethyl)sulfonyl-2-(i-naphthylmethyl)propionyl)norleucine tert- 
butyl ester was dissolved in 2 ml of dry dichloromethane, and 1 ml of TFA was added thereto. The mixture 
was stirred at room temperature for three hours. The solvent was distilled off. The residue was recrystallized 
from ethyl acetate to obtain 267 mg of L-N-[(2S or R).3.(2-hydroxyethyl)sulfonyl-2-(l-naphthytmethyl)- 
propionyl]norieucine as colorless solid. 

45 Rf: 0.23 (chloroform/methanol/acetic acid = 10/0.5/0.1) 

(d) 50 mg of L-N-[(2S or R).3-(2-hydroxyethyl)5ulfonyl-2-(1-naphthylmethyl)propionyl]norleucine was 
dissolved in 0.2 ml of dry DMF. and 28.2 mg of 1 -hydroxybenzotriazoie and 33.2 mg of DCC were added 
thereto at O'C under stirring. Then. 55.2 mg of (2RS,3R.4S)-4-amino-5-cyclohexyl-l-morpholino-2.3-pen- 
tanediol dihydrochloride was dissolved in 0.2 mi of dry DMF, and 31.1 mg of triethytamine was added 

50 thereto for neutralization. This mixture was added to the previous reaction solution, and the mixture was 
stirred at 0*C for two hours and at room temperature overnight. The precipitated dicyclohexyl urea was 
removed by filtration, and ttie filtrate was diluted with 10 ml of ethyl acetate. The ethyl acetate layer was 
washed sequentially with a 4% sodium hydrogencarbonate aqueous solution, with water and with a 
saturated sodium chloride aqueous solution and dried over anhydrous sodium sulfate. Then, ttie solvent was 

55 distilled off. The residue was purified by silica gel column chromatography (chlorofrom/mettianol ■ 20/1) to 
obtain 20.1 mg of (2S.3a4S>-4-{L-N-{{2S or R)-3-(2-hydroxyethyl)sulfonyl- 2-(l-naphttiylmethyl)propionyll- 
norieucyl}amino-5-cyclohexyl-i-morpholino-2,3-pentanediol as colorless solid. 
Rf:0.31 (chloroform/methariol = 10/1) 
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Mass spectrum m/2 704<M* + 1 ) 
NMR (300 MHz, CDCI3) 

Sppm: 0.74-1.10(4H). 1.10-1.40(4HK 1.40-1.82(14H). 2.50(2H). ^56-2.83(4H), 3.09(2H.m). 3^4- 
(lH,dd.J« 2.7.1 4.OH2). 3.31-3.53(6H). 3.69(4H). 3.81 (1H.ddJ== 8.3.1 4.0H2). 3.98(2H.tJ« 10.3H2). 4.17(1H.m). 
5 4.62(1 H,br). 5.98(1 H,s). 4.26(1 H,m). 6.10(2H,d.J = 7.9H2). 7.31-7,50(2H). 7.50-7.65(2H). 7.81(1 H.d.J -7.9H2). 
7.91 (1 H.d J = 7.9Hz). 8.02(1 H,d J = 7.9H2) 



EXAMPLE 37 

?o 

(2S.3R.4SH-{L«N-[(2S)-2'benzyl-3-^thyisulfonylpropionyl]norieucyl}amin(>5^yciohexyt-1^ 
pentanediol 

n ) Ethyl (2RS)-2-benzyl-3-ethylthiopropionate 

(a) 2.1 g of sodium hydride (60% in oil) was suspended in OMF. and 10 g of ethyl diethyl- 
phosphonoacetate was dropwise added thereto at -20* C under argon atmosphere. The mixture was stirred 

20 at room temperature for 30 minutes, and then 9.2 g of benzyl bromide was added thereto at 0*C. The 
mixture was stirred at 50 'C ovemight. The reaction solution was poured into a saturated ammonium 
chloride aqueous solution, and extracted with ethyl acetate. The ethyl acetate layer was washed with a 
saturated sodium chloride aqueous solution, and then dried over anhydrous magnesium sulfate. The solvent 
was distilled off under reduced pressure. The residue was purified by silica gel column chromatography (n* 

25 hexane/acetone « 6/1) to obtain 5.7 g of ethyl 2-diethyiphosphono-3-phenylpropionate as coloriess oily 
substance. 

Rf: 0.32 (n-hexane/acetone = 3/1) 

(b) 1 .0 g of lithium chloride was suspended in 20 ml of THF. and 5 g of ethyl 2-diethyiphosphono-3- 
phenylpropionate was dropwise added thereto. The mixture was stirred at room temperature for seven 

30 minutes. Then. 3.6 ml of DBU was added thereto and further 1 1 minutes later, a suspension of 0.72 g of 
paraformaldehyde in THF (20 ml) was added thereto at 0* C. The mixture was stirred at room temperature 
ovemight. Then, the mixture was neutralized with IN hydrochloric acid, and water and ethyl acetate were 
added thereto. The organic layer was separted. and washed with a saturated sodium chloride aqueous 
solution and dried over anhydrous magnesium sulfate. The solvent was distilled off under reduced pressure. 

35 and the residue was purified by silica gel column chromatography (n*hexane' ethyl acetate - 20/1) to obtain 
2.4 g of ethyl 2-benzytacrylate as coloriess oily substance. 
Rf: 0.54 (n*hexana'ethyl acetate « 15/1) 

(c) To 1.95 g of ethyl 2*benzylacrytate. 1 mi of ethylmercaptan. and 20 mg of potassium tert-butoxide 
was added thereto under cooling with ice. The mixture was stirred at room temperature for one hour. Then. 

40 ethyl acetate was added to the reaction solution, and the mixture was washed sequentially with 1N 
hydrochloric acid, with water and with a saturated sodium chloride aqueous solution and dried over 
anhydrous magnesium sulfate. Then, the solvent was distilled off under reduced pressure to obtain 2.5 g of 
the above identified compound as slightly yellow oily substance. 
Rf: 0.32 (n-hexane/ethyl acetate = 15'1) 

45 

(2) L-N'[(2RS)-2-benzyt-3-ethyisulfonylpropionyi]norieucine benzyl ester 

(a) 1 g of ethyl (2RS)-2-benzyl-3-ethylthiopropionate was dissolved in 4 ml of ethanol/water (9/1). and 8 
50 ml of 2N potassium hydroxide in ethanol/water (9/1) was added thereto. The mixture was stirred at room 

temperature for 4 hours. The reaction solution was neutralized with 2N hydrochloric add. Then, ethanol was 
distilled off under reduced pressure, and the residual solution was adjusted to pH2 with 2N hydrochionc 
acid and extracted with ethyl acetate. The extract was washed with water and with a saturated sodium 
chloride aqueous solution and then, dried over anhydrous magnesium sulfate. The solvent was distilled off 
55 under reduced pressure to obtain 0.9 g of a carboxylic acid as siightiy yellow oily substance. 
Rf: 0.40 (benzene/methanol/acetic acid » 20/1/0.5) 

(b) 520 mg of th cart)Oxylic acid obtained in st p (a) and 1.0 g of L-norieucine benzyl ester ph 
toiuenesulfonate were dissolved in 10 mi of OMF. and 600 ul of OPPA and 744 al of triethylamine w re 
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added thereto at -iS' C. The mixture was stirred at O' C for three hours and further at room temperature 
overnight. Then, ethyi acetate was added to the reaction solution, and the mixture was washed sequentiaity 
with a 4% sodium hydrogencarbonate aqueous solution, with water, with IN hydrochloric acid, with water 
and with a saturated sodium chloride aqueous solution and dried ov r anhydrous magnesium sulfate. Then, 
the solvent was distilled off under reduced pressure, and the residue thereby obtained was purified by silica 
gel column chromatography (n-hexane/ethyl acetate = 6/1) to obtain 891 mg of L-N-{(2RS)-2-ben2yl-3- 
ethylthiopropionyljnorieucine b nzyl ester as coloriess powder. 
Rf: 0.31 (n-hexane/ethyi acetate « 4/1) 

(c) 300 mg of the L-N-acylnorleucine benzyl ester obtained in step (b) was dissolved in 10 ml of 
methanol, and 1 ml of a 30% hydrogen peroxide aqueous solution and 20 mg of sodium tungstate wer 
added thereto. The mixture was stirred at room temperature overnight. The reaction solution was diluted 
with ethyl acetate, washed with water and with a saturated sodium chloride aqueous solution and dried over 
anhydrous magnesium sulfate. Then, the solvent was distilled off under reduced pressure to obtain 325 mg 
of the above identified compound as coloriess powder, 
Rf: 0.23 (n-hexane/ethyl acetate = 2/1) 

(3) (2S.3R. 4S)-4-(L-N'[(2S)-2*ben2yl-3-ethylsulfonylpropionyllnorieucyl}amino-5-cyc[ohexyl-l*morpholino- 
Zs-pentanediol 



20 



(a) 320 mg of the sulfone compound obtained in step (2) was dissolved in 5 ml of ethanol. and 
subjected to hydrogenation at room temperature under an atmospheric pressure for 2 hours by an addition 
of palladium black. The catalyst was removed by filtration. Then, the filtrate was concentrated under 
reduced pressure to dryness to obtain 265 mg of a cartwxylic acid as colorless powder. 

25 Rf: 0.05, 0.14 (n-hexane/ethyl acetate/acetic acid « 6/6/0.1) 

(b) 100 mg of the carboxylic acid obtained in step (a). 97.3 mg of (2S,3R,4S)-4-amino-5-cyclohexyl-l- 
morpholino-2.3-pentanedioi dihydrochloride and 120 mg of b6nzotria20lyl-N-hydroxytns(dimethylamino)- 
phosphonium hexafluorophosphate (hereinafter referred to simply as BOP reagent) were dissolved in 2 ml 
of DMF. and 114 ul of triethylamine was dropwise added thereto at -10* C. The mixture was stirred at 8 C 

30 overnight. Then, ethyl acetate was added to the reaction solution, and the mixture was washed sequentially 
with a 4% sodium hydrogencarbonate aqueous solution, with water and with a sodium chloride aqueous 
solution and dried over anhydrous magnesium sulfate. The solvent was distilled off under reduced, pressure, 
and the residue was purified by silica gel column chromatography (chloroforrrvmethanol = 60/1) to obtain 
31 mg of the above identified compound as coloriess powder from the first fraction. Further. 75 mg of an 

35 optical isomer thereof was obtained as colorless powder from the second fraction. 
Rf: 0.39 (chloroform/methanol = 20/1) 
Mass spectrum m/z 638(M* + 1) 



40 EXAMPLE 38 

(2S.3R.4S)-4'{L-N-((2S)'3'tert-butylsulfonyl-2-(i-naphthylmethyl)propionyljnofleucyl}amino-5-cy d ^^ 
morpholino-2.3-pentanedioi 

45 

(1) L-N-[2-<1'naphthylmethyl)acrytoyl)norieucine tert-butyl ester 

(a) 469 mg of L-N-((2R)-3-hydroxy-2-(l-naphthylmethyl)propionyllnorieucine ten-butyl ester was dis- 
50 solved in 5 ml of dichloromethane. and 175 mg of methanesulfonyl chloride and 262 ul of triethylamine 

were dropwise added thereto. The mixture was stirred at 8'C overnight. Then, ethyl acetate was added 
thereto, and the mixture was washed sequentially with water and with a saturated sodium chloride aqueous 
solution. The organic layer was dried over anhydrous magnesium sulfate, and then the solvent was distilled 
off under reduced pressure to obtain 566 mg of L-N-t(2S)-3-mesyloxy-2-(1-naphthylmethyl)propionyl]- 
55 norleucine tert-butyl ester as siightiy yellow oily substance. 
Rf: 0,55 (n-hexane/ethyl acetate = 1/1) 

(b) 22 mg of the Omesyl compound obtained in step (a) was dissolved in 0.3 ml of chloroform, and 28 
ul of DBU was added thereto. The mixture was heated at 45'C overnight. 8.3 ui of acetic acid and ethyl 




83 



EP 0 309 766 A2 



acetate were added to the reaction solution, and the mixture was washed with water and with a saturated 
sodium chloride aqueous solution and dried over anhydrous magnesium sulfate. Then, the solv nt was 
distilled off under reduced pressure to obtain 17.4 mg of the above identified compound as slightly yellow 
oily substance. 
5 Rf: 0.68 (n-hexane/ethyl acetat =2/1) 
NMR (300 MHz, CDCI3) 

5ppm: 1.50(9H.s). 4.08(1 H,d J = 17.7H2), 4.16{1H.dJ = 16.2H2K 4.53-4.60(1 H,m). 5.01(1H.s), 5.72{1H,s) 



10 (2) L-N-[(2S)-3-tert-butyisulfonyl-2-(1-naphthylmethyl)propionyl]norieucine tert«butyl ester 

(a) To 365 mg of the exo-methylene compound obtained in step (1), 1.0 ml of tert-butylmercaptan and 
15 mg of potassium tert-butoxide were added, and the mixture was heated at 40* C for 30 minutes. Ethyl 
acetate was added to the reaction solution, and the mixture was adjusted to pH6 with acetic acid. Th 
75 mixture was washed with water and with a saturated sodium chloride aqueous solution and dried over 
anhydrous magnesium sulfate. The solvent was distilled off under reduced pressure to obtain 400 mg of L- 
N-[(2RS)-3-tert-butylthio-2-(l-naphthylmethyl)propionyl]norleucine tert-butyl ester as slightly yellow oily sub- 
stance. 

Rf: 0.35 (n-hexane/ethyl acetate « 4/1) 

20 (b) 400 mg of the sulfide compound obtained in step (a) was dissolved in 10 ml of methanol, and 1 ml 
of a 30% hydrogen peroxide aqueous solution and 20 mg of sodium tungstate dihydrate were added 
thereto. Methanol was distilled off under redcued pressure for concentration. To the residual solution, water 
and ethyl acetate were added, and the organic layer was separated. The organic layer was washed with 
water and with 3 saturated sodium chloride aqueous solution and dried over anhydrous magnesium sulfate. 

25 The solvent was distilled off under reduced pressure to otnain 373 mg of a mixture of optical isomers of a 
sulfone compound as coloriess solid. 

The optical isomers were separated and purified by silica gel column chromatography (n-hexane,/ethyl 
acetate " 6/1 ) to obtain 126 mg of the above identified compound fiom the first fraction as colorless 
powder. 

30 Rf: 0.37 (n-hexane>ethyl acetate - 2/1) 



(2) (2S.3R.4S)-4-{L-N-[(2S)-3-tert-butylsulfonyh2-(l-naphthylmethyl)propionyllnorleucyl}amino-5-cyclohexyl- 
1 -morpholino-2.3-pentanediol 

35 

(a) 123 mg of the sulfone compound obtained in step (2) was dissolved in 2 ml of formic acid, and the 
solution was stirred at room temperature for 30 minutes. The reaction solution was concentrated under 
reduced pressure to dryness to obtain 116 mg of a carboxyiic acid as coloriess solid. 
Rf: 0.47 (benzene/methanol/acetic acid = 20/1/0.25) 

40 (b) 30 mg of the above carboxyiic acid of the above step (a). 24 mg of (2S.3R.4S)-4-amino-5- 
cyclohexyi-l-morpho!ino-2,3-pentanediol dihydrochloride and 30 mg of BOP reagent were dissolved in 1 ml 
of DMF. 29 ul of triethylamine was added thereto under cooling with ice. and the mixture was stirred at 
room temperature for 5 hours and further at 8* C overnight. The reaction solution was diluted with ethyl 
acetate, washed sequentially with a 4% sodium hydrogencarbonate aqueous solution, with water and with a 

45 saturated sodium chloride aqueous solution and dried over anhydrous magnesium sulfate. Then, the solvent 
was distilled off under reduced pressure, and the residue thereby obtained was purified by silica gel column 
chromatography (chloroform/methanol - 50/1) to obtain 44 mg of the above identified compound as 
colorless powder. 

Rf: 0.30 f chloroform/methanol « 20/1) 
50 Mass spectrum trvz 71 6(M* + 1 ) 



EXAMPLE 39 

55 

f2S.3R.4S)-4-[L-N-(2S)-3-n(2S)-N-t)en2yloxycarbonyl-2-pyrrolidinyllmethyllsulfonyl-2-<1-naphthyimethyl)- 
propionyl]n rieucyl]amino-5«cycloh xyH -morpholino*2.3-pentanedi6i 
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(1) L-N-benzyloxycarbonylproiinol 

5 g of L-N-benry!oxycarbonylproiine was dissolved in 100 ml of OMF. 8.1 ml ot thyl iodide and 3.4 g 
of sodium hydrogencartjonate were added thereto. Th mixture was stirred at room temperatur for 24 

5 hours. Then, water was added to the reaction solution, and extracted with ethyl acetate. Th ethyl acetate 
layer was washed with a saturated sodium chloride aqueous solution and dried over anhydrous magn sium 
sulfate. Then, the solvent was distilled off under reduced pressure. The residu thereby obtained was 
dissolved in a solvent mixture of 72 ml of ethanol and 48 ml of THF, and reacted at room temperature for 
two hours by an addition of 2.28 g of sodium borohydride and 2.25 g of lithium chloride. 3.45 ml of acetic 

70 acid was added to the reaction solution, and the mixture was concentrated under reduced pressure to 
dryness. Water and ethyl acetate were added to the residue, and the organic layer was speparated. washed 
witin water and with a saturated sodium chloride aqueous solution and dried over anhydrous magnesium 
sulfate. The solvent was distilled off under reduced pressure to obtain 3.57 g of the above identified 
compound as cotoriess oily substance. 

75 flf: 0.23 (n-hexane/etiiyl acetate =1/1) 



(2) (2S)'2-(acetylthiQmethyl)-N-benzyioxycartx)nylpyrrolidine 

20 (a) 2 g of the N-protected prolinol compound obtained in step (i) was dissolved in 40 ml of 
dlchloromethane. and 870 ul of methane sulfonyl chloride and 1.9 ml of triethylamine were added ttiereto at 
0*C. The mixture was stirred at room temperature for 1 hour. Then, the reaction solution was poured into 
water, and the organic layer was separated. The organic layer was washed with water and with a saturated 
soium chloride aqueous solution and dried over anhydrous magnesium sulfate. Then, ttie solvent was 

25 distilled off under reduced pressure to obtain 2.8 g of L-N-benzyloxycarbonyl-O-mesylprolinol.as sltghtiy 
yellow oily substance. 
Rf: 0.38 (n-hexane/ethy I acetate =1/1) 

(b) 555 mg of sodium hydride (60% in oil) was suspended in 15 ml of DMF. and 1.2 ml of.thioacetic 
acid was dropwise added thereto at -15' C under an argon atmosphere. The mixture was stin-ed at the 

30 same temperature for ten minutes, and then a solution of 2.8 g of ttie mesyl compound obtained in step (a) 
in DMF {10 mf) was dropwise added thereto at -15* C. The mixture was stin-ed at room temperature 
overnight. Then, the reaction solution was poured into a saturated ammonium chloride aqueous solution and 
extracted with ethyl acetate. The ethyl acetate layer was washed with water and with a saturated sodium 
chloride aqueous solution and dried over anhydrous magnesium sulfate. The solvent was distilled off und r 

35 reduced pressure, and the residue thereby obtained was purified by silica gel column chromatography (n- 
hexane/ethyl acetate = 4/1) to obtain 1.06 g of the above identified compound as slightiy yellow oily 
substance. Further, 1 .53 g of the Omesyt compound was recovered. 
Rf: 0.49 (n-hexane/ethyl acetate = 2/1) 

40 

(3) L-N-[(2RS)'3-[[(2S)-N-benzyioxycarbonyl-2-pyn'olidinyl]methyl]thio-2-(l-naphtiiylmetiiyl)propionylh 
norleucine tert*butyl ester 

211 mg of the thio ester obtbined in step (2) was dissolved in 2 ml of methanol, and a solution of 4i mg 
45 of sodium methoxide in mettianol (1 ml) was dropwise added thereto at O' C under an argon atmosphere. 
The mixture was stirred at room temperature for 15 minutes. Then, 42 ul of acetic acid was added to the 
reaction solution, and the mixture was concentrated under reduced pressure to dryness. To ttie residue, 
water and etiiyl acetate were added, and the organic layer was separated. The organic layer was washed 
with water and with a saturated sodium chloride aqueous solution and dried over anhydrous magnesium 
50 sulfate. The solvent was distilled off under reduced pressure. The residue was dissolved in 2 ml of DMF, 
and a solution of 250 mg of L-fNl-[2-(1-naphtiiymetiiyl)acryloyllnorieucine tert-butyl ester in DMF (1 ml) and 
20 mg of potassium tert-butoxide were added thereto. The mixture was stinred at room temperature for one 
hour and at 40* C for one hour. Then, the reaction solution was washed with water and with a saturated 
sodium chloride aqueous solution and dried over anhydrous magnesium sulfate. The solvent was distilled 
55 off under reduced pressure, and the residue was purified by silica gel column chromatography <n- 
hexane/etfiyl acetate = 5/1, and tiien 2/1) to obtain 218 mg of the above identified compound from the 
second fraction. Further, 106 mg of tiie exo-methylene compound was recovered from tiie first fraction. 
Rf: 0.53 {n-hexane/ethyl acetate = i/l) 
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(4) (2S,3R.4SH-[L'N'(2S)-3-[I(2S)'N»ben2yloxycarbonyl-2-pyrrQlk3inyi]methyl]sutfony^^^ 
prbpionyi]norleucyl]amiPO-5-cyclohexyl«i*fn rpholino*2.3-pentan diol 

(a) 200 mg of the sulfide compound obtained in step (3) was dissolved in 10 ml of methanol, and 1 ml 
5 of a 30% hydrogen peroxide aqueous solution and 20 mg of sodium tungstate dihydrate were added 

thereto. The mixture was stirred at room temperature overnight. The reaction sotution was concentrated 
under reduced pressure to dryness to obtain 209 mg of a sutfone compound as colorless oily substance. 
Rf: 026 (n-hexane/ethyl acetate = 2/1) 

(b) 209 mg of the sulfone compound obtained in step (a> was dissolved in 2 ml of formic acid, and 
10 reacted at room temperature for one hour. The reaction solution was concentrated under reduced pressure 

to dryness to obtain 191 mg of a carboxyllc acid as colorless powder. 
Rf: 0.26, 0.29 (benzene/methanol/acetic acid » 10/1/025) 

(c) 140 mg of the carboxylic acid obtained in step (b). mg of (2S.3R.4S)-4-amino-5-cyclohexyl-i- 
morpholjno-2.3-pentanediol dihyrochioride and 106 mg of BOP reagent were dissolved in 2 ml of OMF. and 

75 100 ul of triethylamine was dropwise added thereto at -10* C. The mixture was stirred at room temperatur 
for 5 hours and at 8* C overnight. Then, ethyl acetate was added to the reaction solution, and the mixture 
was washed sequentially with a 4% sodium hydrogencarbonate aqueous solution, with water and with a 
saturated sodium chloride aqueous solution and dried over anhydrous magnesium sulfate. The solvent was 
distilled off under reduced pressure, and the residue was purified by silica gel column chromatography 

20 (chloroform/methanol = 60/1) to obtain 28 mg of the above identified compound from the first fraction as 
colorless powder. Further. 75 mg of the optical isomer was obtained from the second fraction as colorless 
powder. 

Rf: 0.33 (chloroform/methanol = 20/1) 
Mass spectrum m/z 877(M + 1 ) 

25 ' 

EXAMPLE 40 



30 (2S.3R.4S)-4-{L'N-[(2S)-2*fl-naphthylmethyl)-3'(pyrimidin'2-yl)thiopropionyl]norleucyl}amino-5<:y 
1 'morpholino*2,3'pentanediol 



f1) L-N-[(2S)'2'n-naphthyimethyl)*3'(pyrimidin'2*yl)thioproplonyllnorleucine tert-butyl ester 

35 

86.4 mg (2.2 eq) of 2*mercoptopyrimldtne was dissolved in 1 ml of dry OMF. and 16.6 mg (2 eq) of 
sodium hydride (60% in oil) was added thereto. The mixture was stirred at room temperature for 30 
minutes, and 193 mg of L-N-[(2R)-2-<1-naphthylmethyl)-3-(p-toluenesulfonyloxy)propionyl]norleucine tert- 
butyl ester dissolved in i ml of dry DMF was added thereto. The mixture was stirred at room temperatur 

40 for five hours. About 50 ml of water was added to the reaction solution and the mixture was extracted with 
ethyl acetate. The organic layer was washed with a saturated sodium chloride aqueous solution and dried 
over anhydrous magnesium sulfate. The organic layer was subjected to filtration, concentration and 
purification by silica gel column chromatography (n-hexane/ethyt acete - to obtain 138.3 mg (yield: 
80%) of the above identified compound. 

45 Rf: 0.29 (n-hexane ethyi acetate - 3/1) 
NMR (300 MHz, CDOO) 

5ppm: 0.88(3H.t), l.28(4H.m). 1.39(9H,s). 1.62(2H,m), :r.32(5Km). 4.20(1 H.dd). 7.03(1 H.l). 7.38(2H.d). 7 48- 
(2H,m). 7.74(1 H.t). 7.87(1 H,d). 8.19(1 H.d). 8.35(2H.d) 

50 

(2) L-N*[(2S)-2-(i*naphthyimethyl)-3'pyrimtdin-2*yl)thlopropionyl]norleucine 

70 mg of the L-N-[(2S)-2*(l-naphthylmethyl)-3-(pyrimidin-2-yl)thiopropionyl]norieucine tert*butyl ester 
obtained in step (I) was dissoiv d in 2 mi of dry dichloromethan . and 0.5 ml of TFA was added thereto. 
55 The mixture was stirred at room temperature for 4 hours. Further, 1 ml of TFA was added ther to. and the 
mixture was stirred at room temperature for 2 hours. Benzene was added to the r action solution, and the 
solvent was distilled off. Th same operation was rep ated three tim s. The r sidue was dried under 
reduced pressure to obtain 61.5 mg (yield: 100%) of the above identified compound. 
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Rf: 0.18 (benzene/methanol/acetic acid = 20/1/0.5) 
NMR (300 MHz, CD3OO) 

Sppm: 0.93{3H,t). 1.39(4H.m). 1.95(2H.m). 3.20(2H.m). 3.55(1 H.dd). 3.65(1 H.dd). 3.97(1 H.dd). 4.32(1 H.dd). 
7.40(5H,ni). 7.78(1 H,d), 7.88(1 H,m), 8.10(1 H.m). 8.58(2H,d) 



(3) (2 S.3R.4S)-4-{L-N-[(2S)-2'(1'naphthylmethylh3-(pynTTiidin-2-yOthiopropionyl]^^ 
cydohexyt'l-morpholino-2>pentanediol 

59.2 mg of L-NH(2Sh2-(1-naphthyime%l)-3-(pyrimidin-2-yl)thiopropionyllnorieucine was dissolved in 1 
ml of dry OMF. and cooled with an ice bath. Then, 58.2 mg (12 eq) of (2S.3a4SH-aniino-5-cyciohexyhi- 
morpholino-2,3-pentanediol dihydrochloride dissolved in 1 ml of dry DMF was added thereto, and 35 ul (1.2 
eq) of DPPA and 65 ul (3.4 eq) of triethylamine were added thereto. The mixture was stirred at 
temperatures of 0 to 4' C for 2.5 days. Excess ethyl acetate was added to the reaction solution. The organic 
layer was washed with a sodium chloride aqueous solution and dried over anhydrous magnesium sulfate. 
Then, the organic layer was purified by silica gel column chromatography (chloroform/methanol = 50/1. and 
then 20/1) twice to obtain 20.8 mg (yield: 22%) of the above identified compound. 
Rf: 0.26 (chloroform/methanol « 20/1 ) 
Mass spectrum m/z 706(M +1) 
IR (KBr) 

,^m-^: 1390, 1460, 1560. 1645. 2850, 2930, 3300, 3450 
NMR (300 MHz, CDCI3) 

5ppm: 0.83(3H.t). 1.20(10H.m), 1.60(9H,m), 2.49(2H.m). 2.62(1H.m). 2.78(3H,m). 3.08(1H,m). 3.44(7H.m), 
2.70(4H,m), 4.22(2H.m), 4.59(1H.br s), 5.91(2H.m). 6.98(1H,t). 7,47(4H.m). 7.75(1H,m). 7.87(1H,m). 8.15- 
(1H,m). 8.46(2H.d) 



EXAMPLE 41 



(2S.3R.4S)-4-{L-N-[(2S)-2-(1'naphthylmethyl)-3-(pyrimidin-2-yl)sulfonylpropionyl]norieucyl}amino-5- 
cyclohexy 1- 1 -morpholino-2,3-pentanediol 



(1) L-N'[(2S)-2-(1-naphthylmethyl)-3-(pyrimidin'2'yl)sulfonylpropionyt]noHeucine tert-butyl ester 

100 mg of L-N-{(2S)-2-(1-naphthylmethyl)-3-(pyrimidin-2-yl)thiopropionyllnorleuctne tert-butyl :ester ob- 
tained in step (1) of Example 40, was dissolved in 1 ml of acetic acid, and 600 ul of a 30% hydrog n 
peroxide aqueous solution. The mixture was stirred at room temperature overnight. About 20 ml of benzen 
was added to the reaction solution, and the solvent was distilled off under redcued pressure. The azeotropic 
operation with benzene was repeated four times. The product was purified by silica gel column chromatog- 
raphy (n-hexane/ethyl acetate = 1/3, 1/5 and 0/100) to obtain 52.2 mg (yield: 50%) of the above identified 
compound. 

Rf: 0.33 (n-hexane/ethyl acetate = 1/3) 
NMR (300 MHz, CDCh) 

5ppm: 0.8a(3H.t). 1.28(4H.m). 1.40(9H.s). 1.69(2H.m), 3.30(3H.m), 3.49(1 H.dd), 4.12(1 H,dd). 4.29(1 H,dd). 
6.10(1H.d). 7.32(3H,m). 7.49(2H.m). 7.70(1 H.dy. 7,82(1 H.d). 7.85(1 H.d). 8.62(2H,d) 



(2) L-N-((2S)-2-(1-naphthylmethyl)-3-(pyrimidin-2-yl)sulfonylpropionyllnorieucine 

130 mg of L-N-[(2S)-2-(1-naphtiiylmethyl)-3-(pyrimidin-2-yl)sulfonylpropionyl]norleucine tert-butyl ester 
was dissolved in 2 ml of dry dichloromethane, and 1 ml of TFA was added tiiereto. The mixture was stirred 
at room temperature for 1.5 hours. Benzene was added to the reaction solution, and the solvent was 
distilled off under reduced pressure. This operation was repeated four times. The product was dried under 
reduced pressure to obtain 1 13 mg (yield: 97%) of the above identified compound. 
Rf: 0.09 (benzene/methanol/acetic acid = 20/1/0.5) 
NMR (300 MHz, CO3OD) 
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5ppm: 0.93(3H,t), 1.39(4H.m). 1.75(2H.m), 3.20(1 H.dd). 3.65(1 Kdd). 3.97(1 H.dd). 4.32(1 H,dd). 7.40(5H.m). 
7.78(1 ad). 7.88(1 H,m). 8.1 0(1 Km). 8.58(2H.d) 

5 (3) f2S,3R.4S)-4-{L-N'[(2S)-(1 -naphthy Im thy l>-3^pyfimidifv2-yi)suifonyipropionyilnort ucyl}amino-5- 

cyclohexyl'i-morpholino*2,3'pentanedioi 

110 mg of L-N-t(2S)-2^1-naphthylmethyl)-3-(pyrimidin-2-yl)sulfonylpropionyl)norfeiJcine was dissolved in 
2 ml of dry DMF. The mixture was cooled with an ice bath. Then. 101 mg (1.2 eq) of (2S.3R.4S>-4.amino-5- 

70 cycIohexyl-l-morpholino-2.3-pentanediol dihydrochloride dissolved in 2 mt of dry DMF was added thereto, 
and 61 ul (1.2 eq) of DPPA and 112 ul (3.4 eq) of triethylamine were added thereto. The mixture was 
stirred at temperatures of 0 to 4* C for 2.5 days. The aftertreatment was conducted in the same manner as 
in step (2) of Example 40. and the product was purified by silica gel column chromatography 
(chloroform/methanoi « 20/1) to obtain 64.3 mg (yield: 37%) of the above identified compound. 

75 Rf: 0.2 (chloroform/methanoi = 20/1) 
Mass spectrum m/z 738(M * + 1 ) 
IR (KBr) 

fcm-': 1120(302). 1320(SO2). 1390, 1460, 1540. 1560, 1655, 2850. 2930, 3400 
NMR (300 MHz. CDCb) 

20 8ppm: 0.87(3H,t). l25(10H.m). 1.60(9H,m). 2.48(2H,m). 2.62(1 H.m). 2.75(3H.m). 3^(2H.m), 3.46{3H.m), 
3.65(5H.m), 3.99(1 H,m), 4.25(2H.m), 4.60(1 H,br s), 6.02(1 H.d), 6.27(1 H.d). 7.29(2H.m), 7,39(1 H.t), 7.52- 
(2H.m), 7.74(1 H.d). 7.88(2H.m). 8.55(2H.d) 



25 EXAMPLE 42 



f2S.3R.4S)-4-{L-N'[(2S)-2-(1-naphthylmethyl)-3-(pyrimidin-2-yl)sulfinylpropionyl]norleucyl}amino*5* 
cyclohexyi*l-morphoiino*2,3'pentanediol 

30 

(1) L'N-[(2Sh2*(1-naphthylmethyl)-3-(pyrimidin-2-yl)sulfinylpropionyl]nofleucine tert-butyl ester 

80 mg of the L-N-[(2S>-2-(1-naphthylmethyl)-3-(pyrimidin-2-yl)thiopropionyl]norleucine tert-butyl ester 
35 obtained in step (1) of Example 40 was dissolved in 0.4 ml of acetic acid, and 27 ul (2 eq) of a 30% 
hydrogen peroxide aqueous solution was added thereto. The mixture was stirred at room temperature 
overnight. To the reaction solution, about 20 ml of benzene was added, and the solvent was distilled off. 
The azeotropic operation with benzene was repeated 4 times. Then, the product was purified by silica gel 
column chromatography (n-hexane/ethyl acetate = 1 3. and 0/100) to obtain 38.7 mg (yield: 63.3%) of the 
40 above identified compound. 

Rf: 0.07 (n-hexane/ethyl acetate = 13) 



(2) L*N-[(2S)*2*(l'naphthyimethyl)''3-(pyrimidin-2*yl)sulfinylpropionyl]norleucine 

58 mg of L-N-((2S>-2-(1-naphthylmethyl)-3-(pyrimidin-2-yl)sulfinylpropionyl)norleucine tert-butyl ester 
was dissolved in 1 ml of dichloromethane, and 0.5 ml of TFA was added thereto. The mixture was stirred at 
room temperature for 1 .5 hours. The aftertreatment was conducted in the same manner as in step (3) of 
Example 41 to obtain 52 mg (yield: 100%) of the above identified compound. 
50 Rf: 0.06 (benzene.'methanolacetic acid * 20/V0.5) 



(3) (2S.3R.4S)^{L*N'[(2S>'2-(1-naphthylmethyl)-3'(pyrimidin'2*yl)sulfinylpropionyllnorleucyl}amino-5* 
cyclohexy I- 1 ■morpholino«2.3*pentanediol 

51.7 mg of L-N-[(2S)-2*(1-naphtfiylmethyl)-3-(pyrimidin-2-yl)sulfinylpropionyl]norleucine was dissolved in 
1 ml of dry DMF. and the solution was cooled with an ice bath. Then, 49 mg (1,2 eq) of (2S.3R.4S>^ 
amino-5*cyclohexyl-l-morpholino-2.3-pentanedioi dihydrochloride dissolved in 1 ml of dry DMF was added 
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to the solution and 29 ul (1.2 eq) of DPPA and 55 ul (3.4 eq) of triethylamine were further added thereto. 
The mixture was stirred at 4' C for 2.5 days. The aftertreatm nt was conducted in th same mann r as m 
step (2) of Example 40. and the product was purified by silica gel column chromatography 
(chloroform/methanol = 40/1) to obtain 31.5 mg of tsom r A and 16^ mg of Isomer B of the abov 
identified compound, respectively. 



Isomer A 

10 Rf: 0^8 (chloroform/methanol - 20/1) 
Mass spectrum m/z 722(M* + 1) 
IR (KBr) 

rcm-^: 1060(SO). 1390. 1460. 1560, 1650, 2860. 2930. 3300, 3420 

NMR (300 MHz. CDCb) , 
IS appm: 0.9l(1H.t). 1. 0-2.0(1 9H.m). 2.41(2H,m). 2,58(1H.t). 2.82(4H,m). 3.27(3H,m). 3.45(5H.m). 3.64(3H,m). 
4.22(1 H.m). 4.35(1 H.m). 471(1H,br s), 6.37(1 H,t). 6.60(1 H.l). 7.09(1 H.d). 7.32(1 H.t). 745(2H.m). 7.61 (2H,m), 
7.72(1 H,m). 7.97(1 H.m), 8.01 (2H,d) 



20 Isomer B 

Rf: 0.23 (chloroform/methanol = 20/1 ) 
Mass spectrum m/z 722(M* +1) 
IR (KBr) 

25 fcm-': 1060(SO). 1380. 1460. 1540. 1560. 1650. 2850. 2920. 3300, 3420 
NMR (300 MHz, CDCI3) 

5ppm: 0.83(3H.t). 1.20(2H.m). 1.65(8H,m). 2.47(2H.m). 2.62(1 H.m). 2.76(3H,m). 3.45(6H.m). 3.64(6H.m). 
3.89(1H.m). 4.32(1H.m), 4.68(1H.s), 6.07(1H.d). 6.14(1H.d). 7.39(3H.m), 7.57(2H.m), 777(1H.d), 7.88(1H.d). 
8.03(1 H.d). 8.80(2H.d) 



30 



EXAMPLE 43 



as (2S.3R.4S)-4'{L-N-[(2S)-2-(l-naphthylmethyl)'3'[[(2S)-2-pyrrolidinyllm9thytlsulfonytpropionyl]- 
norteucyl}a mino-5-cyclohexyl-l-morpholino*2.3-pentanediol dihydrochloride 

21.6 mg of the N-benzyloxycarbonyl compound obtained in step (4) of Example 39 was dissolved in 2 
ml of ethanol. The hydrogenation was conducted at room temperature under an atmospheric pressure for 2 

40 hours by an addition of palladium black. The catalyst was removed by filtration. 55 ul of IN hydrochi ric 
acid was added to the filtrate, and the mixture was concentrated under reduced pressure to dryness. Th 
residue was crystallized by an addition of diethyl ether to obtain 20.4 mg of the above identified compound 
as colorless powder. 
Rf: 0.63 (chloroform/methanol = 5/1) 

45 Mass spectrum m/z 743(M + 1 } 



EXAMPLE 44 

50 

(2$.3 R.4S)'4'{L-N-[(2S)-2-0enzyl-3'(pyrimidin-2-yl)sulfonylpropionyl]norleucyl}aminO'5-cyclohexyt-i- 
morpholin0'2.3-pentanediol 

55 (1 ) L-N*[(2R$)'2-ethoxycarbonyl'3-phenylpropionyl]norleucine tert-butyl ester 

5 g of diethyl benzylmalonate was dissolved in 15 ml of ethanol, and an ethanol solution (12 ml) of 1.15 
g of potassium hydroxide was dropwise added thereto. The mixture was stirred at room temperature 
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ov might. Then, the reaction solution was concentrated under reduced pressure to dryness. The residue 
was dissolved in water and extracted with diethyl ether. The aqueous layer was adjusted to pH2 with 1 N 
hydrochloric acid and extracted with diethyl ether. The diethyl ether layer was washed with a saturated 
sodium chloride aqueous solution and then dried over anhydrous magnesium sulfate. The solvent was 

5 distilled off under reduced pressure to obtain 3.7 g of a half ester as colorless oily substance. 

1 g of the half ester was dissolved in 10 ml of OMR and a OMF solution (15 ml) of 1.45 g of DPPA was 
added thereto. A DMF solution (15 ml) of 927 mg of L*norteucine tert-butyl ester containing 659 ut of 
triethylamine was dropwise added thereto at -5* C. The mixture was stirred at -5* C for 2 hours and further 
at room temperature overnight. Then, ethyl acetate was added to the reaction solution, and the mixture was 

10 washed sequentially with 0.5N hydrochloric acid, with a 4% sodium hydrogencart>onate aqueous solution, 
with water and with a saturated sodium chloride aqueous solution and dried over anhydrous magnesium 
sulfate. Then, the solvent was distilled off under reduced pressure to obtain 1.99 g of the above identified 
compound as colorless powder. 
Rf: 0.47 (n-hexane/ethyl acetate = 3/1) 

15 

(2) L-N-[(2RS)*2-ben2yl-3*hydroxypropionyl]norieucine tert-butyl ester 

1.8 g of the L-N-acylnorleucine obtained in step (1) was dissolved in a solvent mixture of 20 ml of 
20 ethanof and 15 ml of THF. and 210 mg of sodium borohydride and 240 mg of lithium chloride were added 
thereto. The mixture was stirred at room temperature for 2 hours. Then. 53 mg of sodium t^orohydride and 
60 mg of lithium chloride were further added thereto. The mixture was stirred at room temperature for 2 
hours. Then. 396 ul of acetic acid was added thereto, and the mixture was concentrated under reduced 
pressure. To the residue, water and ethyl acetate was added, and the ethyl acetate layer was separated. 
25 The ethyl acetate layer was washed with a saturated sodium chloride aqueous solution and dried over 
anhydrous magnesium sulfate. Then, the solvent was distilled off under reduced pressure to obtain 1.7 g of 
the above identified compound as coloriess powder. 
Rf: 0.24. 0.31 (n*hexane/ethyl acetate « 4^*3) 

30 

i3) L-N-[(2S)-2-ben2yt-3-(pyrimidin'2-yl)sulfonylpropionyl]norieucine tert-butyl ester 

(a) 400 mg of the alcohol compound obtained in step (2) was dissolved in 6 ml of dichioromethane. and 
116 ul of methanesulfonyl chloride and 224 u.1 of triethylamine were dropwise added thereto at -5* C. Th 

35 mixture was stirred at room temperature for one hour. Then, the reaction solution was diluted with ethyl 
acetate. The mixture was washed with water and with a saturated sodium chloride aqueous solution and 
dried over anhydrous magnesium sulfate. Then, the solvent was distilled off under reduced pressure to 
obtain 538 mg of L-N-[(2RS>-2-ben2yl-3-mesyloxypropiony]norteucine tert-butyl ester as colorless solid. 
Rf: 0.37 (n-hexane/ethyl acetate » 2/1) 

40 fb) 55 mg of sodium hydride (60% in oil) was suspended in 3 ml of OMF. and a OMF suspension (3 ml) 
of 154 mg of 2-mercaptopyrimidine was added thereto at -5*C under an argon atmosphere. The mixture 
was stirred at room temperature for 20 minutes. Then, a DMF solution (4 ml) of 500 mg of Omesyi 
compound obtained in step (a) was dropwise added thereto at -5*C. The mixture was stirred at room 
temperature for three hours, and then the reaction solution was poured into a saturated ammonium chloride 

•IS aqueous solution and extracted with ethyl acetate. The ethyl acetate layer was washed with a saturated 
sodium chloride aqueous solution and dried over anhydrous magnesium sulfate. The solvent was distilled 
off under reduced pressure, and the residue was punfied by silica gel column chromatography (n- 
hexane/ethyl acetate » 5^1) to obtain 100 mg of L-N-{(2S)-2-ben2yi-3-(pyrimidin.2-yi)thiopropionyl)- 
norteucine tert-butyl ester as colorless powder from the first fraction. 

so Rf: 0.50 (n-hexane/ethyl acetate « 4/3) 

fc) 95 mg of the sulfide compound obtained in step (b) was dissolved in 4 ml of methanol, and 0.4 ml of 
a 30% hydrogen peroxide aqueous solution and 10 mg of sodium tungstate dihyorate were added thereto. 
The mixture was stirred at room temperature ovemight. To the reaction solution, water was added, and 
metiianol was distill d off under reduced pressure. To the residue, water and ethyl acetate were added, and 

55 the organic layer was separated. The organic layer was washed with a saturated sodium chionde aqueous 
solution and dried ov r anhydrous magnesium sulfate. Then, th solvent was distilled off under reduc d 
pressure, and the residue was purified by silica gel column chromatography (n-hexane' thyi acetate = 4,3) 
to obtain 69 mg of the above identifi d compound as colorless powder. 
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Rf: 0.19 <n-hexane/ethyi acetate « 1/1) 

(4) (2S,3R.4S)-4-{L-N>[(2S)-2-ben2yl-3-{pyrimidif^2-yl)sulfonylpropionyllnor 
5 morpholinO'2.3'pentanediol 

(a) 63,6 mg of the sulfone compound obtained in step (3) was dissolved in l ml of dichloromethane. 
and 0 5 mt of TFA was added thereto. The mixture was stirred at room temperature for 30 minutes. Further. 
0 5 ml of TFA was added thereto, and the mixture was stirred at room temperature for 30 minutes. Then, 
the reaction solution was concentrated under reduced pressure to dryness. Azeotropic evaporation with 
benzene was repeated twice to obtain 54.9 mg of a carboxylic acid as slightly yellow solid. 
Rf- 0.10 (benzene/methanol/acetic acid « 20/1/0.5) 

(b) 54.9 mg of the carboxylic acid obtained In step (a). 48 mg of (2S.3R.4SH-amino-5-cyclohexyl-i- 
morpholino-2,3-pentanediol dihydrochloride and 60 mg of BOP reagent were dissolved in 2 ml of DMF. and 
56 m of triethylamine was added thereto at -5*C. The mixture was stirred at -5 C for 30 minutes and 
further at 8' C overnight. Then, to the reaction solution, ethyl acetate was added. The mixture was washed 
with a 4% sodium hydrogencarbonate aqueous solution and wtth a saturated sodium chlonde aqueous 
solution and dried over anhydrous magnesium sulfate. The solvent was distilled off under reduced pressure, 
and the residue was purified by silica gel column chromatography (chloroform/methanol « 60/1) to obtain 
60.5 mg of the above identified compound as colorless powder. 
Rf: 0.21 (chloroform/methanol - 20/1) 
Mass spectrum m/z 688(M + 1 ) 



TO 



TS 



25 EXAMPLE 45 



30 



(2S.3R.4$)-4'{L'0-acetyl-N-((2S)-3-ethylsulfonyl*2-<1-naphthylmethyl)propionyilhomoseryl}amino-5' 
cyclohexyl'1'morpholino-2.3'pentanediol 



(1 ) L-O-acetyl'N'tert-fautoxycarbonylhomoserine benzyl ester 



35 



(a) 117 mg of L-homoserine was dissolved in 3 ml of ethanolMater (2/i), and 0.99 ml of a I N sodium 
hydroxide aqueous solution was added thereto. Then. 1 ml of a THF solution of 240 mg of di-tert-butyl 
dicarbonate was added thereto. The mixture was stirred at room temperature overnight The .unreacted 
reagent was extracted from the reaction solution with diethyl ether, and the residual aqueous- layer was 
adjusted to pH2 by an addition of IN hydrochioric acid under cooling with ice. The aqueous layer was 
extracted with ethyl acetate, and the ethyl acetate layer was dried over anhydrous magnersium sulfate. 

40 Then, the solvent was distilled off under redcued pressure to obtain .210 mg of L-N-tert-butoxycarbonyl- 
homoserine as colorless oily substance. 
Rf: 0.22 {chtoroform/methanol/acetic acid = 10/1/0.2) 

(b) 210 mg of L-N-tert-butoxycarbonylhomoserine was dissolved in 3 ml of ethanol. and 0.96 ml of a IN 
sodium hydroxide aqueous solution was added thereto. The mixture was stinred at room temperature for 

45 one day. The solvent of the reaction solution was distilled off under reduced pressure, and the residu was 
dissolved in 3 mi of DMF. 132 ul of benzyl bromide was added to the solution, and the mixture was stin-ed 
at room temperature overnight The reactiorv solution was diluted with 30 ml of ethyl acetate. The mixture 
was washed sequentially with a saturated sodium hydrogencarbonate aqueous solution, with water and with 
a saturated sodium chloride aqueous solution and dried over magnesium sulfate. The solvent was distilled 

50 off under reduced pressure, and the residue was purified by silica gel column chromatography (n- 
hexane/ethyl acetate * 1/1) to obtain 266 mg of L-N-tert-butoxycarbonylhomoserine benzyl ester as 
colorless oily substance. 
Rf: 0.55 (n-hexane/ethyl acetate « 1/2) 

(c) 266 mg of L-N-tert-butoxycarbonylhomoserine benzyl ester was dissolved in 3 ml of pyridine, and 2 
55 ml of acetic anhydride was added thereto. The mixture was stirred at room temperature for 18 hours. The 

reaction solution was poured into ice water and extracted with ethyl acetate. The mixture was washed 
sequentially with a 1N hydrochioric acid, with a saturated sodium hydrogencarbonate aqueous solution and 
with a saturated sodium chloride aqueous solution and dried over anhydrous magnesium sulfate. Then, the 
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solvent was distill d off under reduced pressure, and the residue was purified by silica g I coiumn 
chromatography (n-hexane/ethyl acetate = 3/1) to obtain 273 mg of L-O-acetyJ-N-tert-butoxycarbonyJ- 
homosehne benzyl ester as colorless oily substance. 
Rf: 0.34 (n-hexane/ethyl acetate = 2'1 ) 

5 

(2) L'O-acetylhonnoserine benzyl ester hydrochloride 

215 mg of L-O-acetyl-N-tert-butoxycarbonylhomoserine benzyl ester was dissolved in 2 ml of dioxane. 
70 and 3.4 ml of a 3.6M hydrogen chloride/dioxane solution was added thereto under cooling witn ice. The 
mixture was stinted at room temperature for 2.5 hours. The reaction solution was subjected to distillation 
under reduced pressure for removal of the solvent to obtain 174 mg of L-0*acetylhomoeerine benzyl ester 
hydrochloride as coloriess oily substance. 
Rf: 0.75 (chioroform/methanol/aqueous ammonia - 10/1/0.5) 



(3) L'0-acetyl*N-{f2S)-3*ethylsulfonyl*2*(1*naphthylmethyl)propionyl}homoserine 

(a) 128 mg of (2RS)-3-ethylsulfonyl-2-(l-naphthytmethyl)propionic acid was dissolved in 0.3 ml of OMF. 
20 and 78 mg of 1-hydroxybenzotriazoie and 103 mg of OCC were sequentially added thereto under cooling 

with ice. A solution of 174 mg of L-O-acetylhomoserine benzyl ester hydrochloride dissolved in 0.5 ml of 
DMF and neutralized with 86 u.i of triethylamine. was added thereto. The temperature was retumed to room 
temperature, and the mixture was stirred overnight. The insoiubles were removed from the reaction solution 
by filtration. The filtrate was diluted with ethyl acetate, washed with IN hydrochloric acid, with a saturated 

25 sodium hydrogencarbonate aqueous solution and with a saturated sodium chloride aqueous solution and 
dried over anhydrous magnesium sulfate. Then, tiie solvent was distilled off under reduced pressure, and 
the residue was purified by silica gel column chromatography (n-hexane/ethyl acetate » vi) to obtain 55.6 
mg of L-0-acetyl-N-{{2S)-3-ethylsulfonyl-2-(1-naphthylmethyl)propionyl}homoserine benzyl ester as color- 
less crystals. 

30 Rf: 0.50 (n-hexane/ethyl acetate » 1/2) 

(b) 55.6 mg of L-0-acetyl-N-{(2S)-3-ethyisulfonyl-2-(i-naphthylmethyl)propionyl}homoserine benzyl es- 
ter was dissolved in 3 ml of ethanol and hydrogenated at ordinary temperature under an atmospheric 
pressure by an addition of palladium black. The catalyst was removed by filtration, and then the solvent was 
distilled off under reduced pressure to obtain 46.3 mg of L-0-acetyl-N-{(2S)-3-ethylsulfonyl-2-(l-naphthyl- 

35 methyl)proptonyl}homoserine as coloriess oily substance. 
Rf: 0.51 (chloroform/mettianolyacetic acid « 10/1/0.5) 



(3) (2S.3R.4S)-4-{L-0-acetyl-N-[(2S)-3-ethylsulfonyl-2-(i-naphthylmethyl)propionyi]homoseryl}amino-5- 
jo cyclohexyl-l'morpholino'2,3'pentanediol 

47.1 mg of L-Oacetyl-N-{(2S)-3*ethylsulfonyl-2-(l-naDhthylmethyl)propionyl}homosenne was dissolved 
in 0.2 ml of dry DMF. and 19 ul of trietiiylamine. 29 ul of OPPA and 0.5 ml of a DMF solution of 51.5 mg of 
(2S.3R,4S)-4-amino-5-cyclohexyl-l-morpholino-2.3-pentanediol dihydrochloride neutralized with 40 ul of 

J5 triethylamine, was added thereto. The mixture was stirred at room temperature overnight. To the reaction 
solution. 30 ml of etiiyl acetate was added, and washed with water and with a saturated sodium chlonde 
aqueous solution and dried over anhydrous magnesium sulfate. The solvent was distilled off under reduced 
pressure, and the residue was purified by silica gel column chromatography (chloroform/methanol = 30/1) 
to obtain 43.0 mg of tiie above identified compound as colorless amorphous. 

50 Rf: 0.50 (chloroform/metiianol « 10/1) 
Mass spectrum m/z 718(M* + 1 ) 
NMR (300 MHz. CDCb) 

«ppm: 0.80-1 .04<3H,m). 1 .20(3H.t J « 7.6Hz). 1.1 0-2.1 5(l5H.m). 1.97(3H.s). 2.4l-3.00(9H.m). 3.03- 
(1H,ddJ=s 2.14Hz), 3.25-3.78(1 OH.m). 3.96-4.48(4H.m). 4.52(1 H.br s). 6.38(1 H.d, J -9Hz). 6.50(1 H.d.J = 6Hz). 
55 7.30-7.62(4H.m). 7.79(1H,d,Ja8Hz). 7.89(1 H.d J -SHz), 7.99(1 H.d. J- 8Hz) 



EXAMPLE 46 
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(2S.3R.4SH'{L-N-[(2S>-3-emylsulfonyl-2-{1-naphthylme%0propionyl]homoseryl}amin^^ 
pentanedioi 

35.0 mg of the compound obtained in Example 45 was dissolved in 1 ml of methanol, and 180 ul of 
aqu ous amm nia was added thereto. The mixture was stin- d at room t mperatur overnight. Th reaction 
solution was subjected to distillation under reduced pressure for removal of the solv nt. and the residue was 
purified by silica gel column chromatography (chlorofomn/methanol = 10/1) to obtain 19.8 mg of the above 
identified compound as colorless crystals. 
Rf: 0.37 (chloroform/methanot » 10/1) 
Mass spectrum m/z 676(M* + 1) 
NMR (300 MHz. COCb) 

5ppm: 0.86-1 .04(2H.m). 1.14.2.06(16H.m). 2.46-2.60(2H.m). 2.64.2.94(5H.m). 3.01 (1H,dd.J = 1. 8.13.5Hz). 
3 29-3.51 (5H.m). 3.59-378(7H.m). 4.22(1 H.dt,J = 6.0.9.3Hz). 4.41-*.47(iam). 449(1H.br s), 6.22- 
(lH,d.Ja9.0Hz). 6.81 (1H.d.J« 6.3Hz). 7.32-7.62(4Km). 7.79(1 H.d.J »8.4Hz). 7.89(1 H.dJ = 8.4Hz). 7.98- 
(IH.d.Js 8.4Hz) 



EXAMPLE 47 



(2S.3R,4S)-4-{L-N-((2S)-3-furfurylsulfonyl-2-(1-naphthyimethyl)propionyl]norleucyl}amino-5-cyctohexy^ 
morpholino-2.3-pentanediol 



(1) (2R)-3-hydroxy-2-(1-naphthylmethyl)propionic acid 

(2R)-3-benzyloxy-2-(1-naphthyimethyl)propionic acid was dissolved in 6 ml of THF. and 3 ml of 
cyclohexene. 2.5 ml of IN hydrochloric acid and 400 mg of 10% palladium carbon were added thereto. The 
mixture was refluxed under heating for 48 hours. After filtration, the solvent was distilled off under reduced 
pressure, and the residue was divided with ethyl acetate and a 4% sodium hydrogencarbonate aqueous 
solution. The aqueous layer was adjusted to pH2 with IN hydrochloric acid under cooling with ice and 
extracted with ethyl acetate. The ethyl acetate layer was washed sequentially with water and a saturated 
sodium chloride aqueous solution and dried over anhydride sodium sulfate to obtain 212 mg of (2R)-3- 
hydroxy-2-(l-naphthylmethyl)propionic acid as colorless oily substance. 
Rf: 0.40 (n-hexane/ethy! acetate/acetic acid = 6/6/0.2) 



(2) L-N*[(2R)-3-hydroxy-2-(1-naphthylmethyl)propionyl]norteucine tert-butyl ester 

79 mg of (2R)-3-hydroxy-2-(i-naphthyimethyl)propionic acid was dissolved in 0.5 ml of DMF, and i.O ml 
of a DMF solution of 84 mg of L-norteucine tert-butyl ester, 82 mg of l-hydroxybenzotriazole monohydrate 
and 79 mg of DCC were added thereto under stirring at -15* C. The mixture was stirred at -15' C for 1 hour 
and then at room temperature overnight. Then, the reaction solution was treated in me same manner as in 
Example 1 (3), and the product was purified by silica gel column chromatography (n-hexane/ethyl acetate 
= 2/1) to obtain 79 mg of L-N-[(2R)-3-hydroxy-2-(l-naphthy(methyl)propionyllnorleucine tert-butyl ester as 
white solid. 

Rf: 0.26 (n-hexane/ethyl acetate = 2/1) 



(3) L-N-[(2S)-3-furfurylthio-2-(1-naphthylmethyl)propionyllnorieucine tert-butyl ester 

(a) 78 mg of L-N-[(2R)-3-hydroxy-2-(l-naphthylmethyl)propionyl]norteucine tert-butyl ester was dis- 
solved in 0.8 ml of dry pyridine. 80 mg of p-toluenesulfonyl chloride was added thereto. The mixture was 
stirred at room temperature overnight. The reaction solution was poured into ice water and extracted with 
ethyl acetate. The extract was washed sequentially with IN hydrochloric acid, water, a saturated sodium 
hydrogencarbonate aqueous solution and a saturated sodium chloride aqueous solution and dried over 
anhydrous sodium sulfate. Then, the solvent was distilled off under reduced pressure, and the residue was 
purified by silica gel column chromatography (n-hexane/ethyl acetate = 3/1) to obtain 86 mg of L-N-[(2R)-2- 
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(l.naphthylmethyl)-3-p-toiuenesulfonyloxypropionyl]norleucine tert-butyl ester as colorless oily substance. 
Rf: 0.54 (n-hexane/ethyl acetate = 2/1 ) 

(b) 11 mg f sodium hydride (60% in oil) was suspended in 0.3 ml of dry DMF. and 30 ul of 
furfurylmercaptan was added th reto at 0* C under stirring. Th mixture was stirred a! room temperatur for 

5 30 minutes. Then. 0.7 ml of a dry DMF solution of 86 mg of L-N-((2Rh2-(l-naphthylmethyl)-3-p- 
toluenesuifonyloxypropionyl]norieucine tert-butyl ester was added thereto at O'C. and the mixtur was 
stirred at room temperature for one hour. To the reaction solution, ethyl acetate was added, and the mixture 
was washed sequentially with water and a saturated sodium chloride aqueous solution. The organic layer 
was dried over anhydrous sodium sulfate, and the solvent was distilled off under reduced pressure. Then. 

TO the residue was purified by silica gel column chromatography <n-hexane/ethyl acetate » 10/1) to obtain 64 
mg of the above identified compound as colorless oily substance. 
Rf: 0.28 (n-hexane/ethyl acetate » 5/1) 



15 (4) L-N-[(2S)-3-furfuryisulfonyl-2-(1-naphthylmethyl)propionyl]norieucine 

(a) 60 mg of L-N-{(2S)-3-furfurylthio-2-(1-naphthylmethyl)propionyl]norieucine tert-butyl ester was dis- 
solved in 1.0 ml of methanol, and 0.21 ml of a 30% hydrogen peroxide aqueous solution and 6 mg of 
sodium tungstate dihydrate were added thereto. The mixture was stirred at room temperature for 4 hours. 

20 To the reaction solution, ethyl acetate was added, and the mixture was washed sequentially with water arid 
a saturated sodium chloride aqueous solution. The organic layer was dried over anhydrous sodium sutfat . 
Then, the solvent was distilled off under reduced pressure to obtain 57 mg of L-N-{(2S)-3-furfurylsulfonyl-2- 
(1-naphthyimethyl)propionyl]norieucine tert-butyl ester as coloriess oily substance. 
Rf: 0.38 (n-hexane/ethyi acetate « 2/1) 

25 (b) 55 mg of L-N-[(2S)-3-furfurylsulfonyl-2-(1- naphthylmethyl)propionyl]norleucine tert-butyl ester was 
dissolved in 0.3 ml of dichloromethane. and 0.3 ml of TFA was added thereto. The mixture was stirred at 
room temperature for one hour. To the reaction solution, ethyl acetate was added. The mixture was washed 
sequentially with water and a saturated sodium chloride aqueous solution and dried over anhydrous sodium 
sulfate. The solvent was distilled off under reduced pressure to obtain 52 mg of the above identified 

30 compound as coloriess oily substance. 

Rf: 0.27 (n-hexane/ethyl acetate/acetic acid « 6/'d^'Q2) 

(5) (2S.3R.4S)-4-{L-N-[(2S)-3-furfurylsulfonyl-2-(1-naphthylmethyi)propionyl)norieucyl}amino-5-cyclohexyl-l- 
35 morpholino 2.3-pentanediol 

50 mg of L-N-[(2S)-3-furfurylsuIfonyl-2-(1-naphthylmethyl)propionyllnorteuctne was dissolved in 0.4 ml 
of dry OMF. and 18 ul of triethylamine. 28 al of OPPA artd 0.6 mi of a dry DMF solution of 53.5 mg of 
f2S.3R,4S)-4-amino-5-cyclohexyl-l-morpholino-2.3-pentanediol dihydrochloride was added thereto and 41 ul 

4c of triethylamine was further added thereto. The mixture was stirred at room temperature overnight. Then, 
the same procedure as in Example 16 iSyib) was conducted, and the purification by silica gel column 
chromatography (chloroform/methanol » lOO/l, and then 50/1) was conducted to obtain 64 mg of the above 
identified compound as white powder. 
Rf: 0.29 (chloroform'methanol = 20/1) 

45 Mass spectrum (FAB) m/z 740(M* + 1 ) 
NMR (300 MHz. CDCb) 

5ppm: 0.79-0.82(3H.m). 1 .05-1 .38(6H,m). 1 .38-1 .SOfSH.m). 2.40-2.55(2H.m). 2.55-2.82(4H.m). 3.05- 
(1H.dd.J = 14.2.3.2Hz). 3.1 5-3.32(1 H.m). 3.32-3.75(9H.m). 4.13-4.32(4H.m). 5.88(1 H.d.J = 7.9Hz). 6.02- 
(1H.d.J = 8.7Hz), 6.34(1 H.d.J = 0.8Hz). 6.38(1 H,d.Ja0.8Hz). 7.28-7.65(4H.m). 7.79(1 H,d.J = 7.9Hz). 7.90- 
50 (1H,dJ« 7.9Hz). 7,99(1 H.d.J»7,9Hz) 



EXAMPLE 46 

55 

f2S.3R.4S)-4-{L-N-[(2S or R>-3-(2-hydroxyethyl)sulfinyl-2-(l-naphthylm thyi)propionyl]norleucyl}amino-5- 
cyclohexyH -morpholino*2!3*pentanediol 
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(a) 114 mg of the isomer having a high Rf value of L-N-[(2S or R>-3-<2-hydroxyethyl)thio-2-(l- 
naphthyimethyl)propionyl]norleucine tert-butyl ester was dissolved in i.06 ml of acetic acid, and 28.1 m of a 
30% hydrogen peroxide aqueous solution was added thereto. The mixture was stirred at room temperature 
for 30 minutes, and then th solvent was distilled off under reduced pressure. To the residue, benzen was 
added, and benzene was distilled off under reduced pressure. This operation was repeated. The syrup 
thereby obtained was purified by silica get column chromatography (chloroform/methanol = 30/1) to obtain 
117 mg of L-N-{(2S or R).3-(2-hydroxyethyl)sulfinyl-2-(1-naphthylmethyl)propionyllnorleucine tert-butyl ester 
as colorless oily substance. 

Rf: 0.30 (chloroform/methanol = 20/1) 
UMR (300 MHz. COCis) 

5ppm- 0 84{3H.q.J = 7.6H2). 1.10-1. 47(1 3H). 1 .47-1 .85(2H), 2.63-3.G8(3H). 320-3.62(4H). 4,00-4.38(3 H). 5.98- 
(0.3H.d.J«7.9H2). 6.34(0.7H,d,J« 7.9Hz), 7.28-7,42(2H). 7.50(2H,m). 7.73(1 H.d. J «7.9Hz). 7.85- 
(1 H.d J = 7.9H2). a.0O(O.7H,d.J « 7.9Hz). 8.06(0.3H,d.J « 7.9Hz) 

(b) 109 mg of L-N-[(2S or R).3K2-hydroxyethyl)sulfinyl-2-(l-naphthyimethyl)propionyl]norleucine tert- 
butyl ester was dissolved in 0.4 ml of dry dichloromethane, and 0.4 ml of TFA was added thereto. Th 
mixture was stirred at room temperature for 2.5 hours. Then, the solvent was distilled off. To the residue, 
benzene was added, and the mixture was concentrated under reduced pressure. This operation was 
repeated to obtain 94.8 mg of U-N-[(2S or R)-3-<2-hydroxyethyl)sulfinyl-2-<l-nap.hthylmethyl)propionyl)- 
norleucine as colorless solid. 

Rf: 0.30, 0.23 (chloroform/methanol/acetic acid - 10/0.5/0.1) 
NI^R (300 MHz. CD3OD) 

5ppm: 0.90(3H). 1 .20-1 .42(4H). 1 .55-1 .85(2H). 2.72.3.02(3H). 3,02-3.62(4H). 3.80-3.9e(2H). 4.24<0.3H,m). 
4.35(0.7H.m). 7.37{2H.m). 7.52{2H,m). 7.75(1 H.m). 7.85(1 H.dJ = 8.1 Hz), 8.18(1H.dJ = 8.1H2) 

(c) 54.6 mg of L-N-[(2S or R).3-<2-hydroxyethyl)sulfinyl-2-<1-naphthylmethyl)propionyl]norieucine was 
dissolved in 0.2 ml of dry DMF, and 32.3 mg of l-hydroxybenzotriazole and 41.2 mg ofDCC were added 
thereto at O'C under stirring. Then, 60.4 mg of (2S,3a4S)-4.amino-5<yclohexyl-1-morpholino-2,3-pen- 
tanediol dihydrochloride was dissolved in 02 ml of dry DMF, and 34.0 mg of triethylamine was added 
thereto for neutralization. This solution was added to the previous solution, and the mixture was stlnred at 
0' C for 2 hours and at 5* C overnight. The precipitated dicyclohexyl urea was removed by filtration, and 
solvent of the filtrate was distilled off. To the residue, a small amount of chloroform was added, and the 
insolubles were removed by filtration. Then, the solvent of the filtrate was distilled off under reduced 
pressure. This operation was repeated twice. The residue thereby obtained was dissolved in 10 ml of ethyl 
acetate. The ethyl acetae layer was washed sequentially with a 4% sodium hydrogencarbonate aqueous 
solution, with water and with a saturated sodium aqueous solution and dried over anhydride, sodium sulfate. 
The solvent was distilled off under reduced pressure, and the residue was purified by silica gel column 
chromatography (chlorofrom/methanol = 15/1) to obtain 32.0 mg of the isomer having a high Rf value 
(Example 48-A) and 23.4 mg of the isomer having a low Rf value (Example 48-B) of (2S.3R;4S)-4-{L-N-{(2S 
or R)-3-(2-hydroxyethyl)sulfinyl-2-(1-naphthylmethyl)propionyl]norieucyl}amino-5-cyclohexyl-1-morpholino- 

2,3-pentanediol as colorless solids, respectively. 



Isomer having a high Rt value (Example 4a^A): 

Rf: 0.33 (chloroform/methanol = 10/1) 
Mass spectrum m/z 688(M* +1) 
NMR (300 MHz. CDCIj) 

5ppm: 0.80-1 .08(4H). 1. 10-1. 85(1 8H). 2.48(2H). 2,57-2.86(6H), 3.08(2H.m). 3.30.3.54(5H), 3.54.3.75(5H). 
3.98(2H.m). 4.25(2H.m), 4.70(1 H.br), 6.46(1 H,d, J = 8.4Hz), 6.77(1 H,br). 7.32-7.46(2H), 7.55(2H.m). 7.79- 
(lH.d.J = 7.8Hz). 7.89(1 H.dd.Js 2.1 .7.5Hz). 7.99(1 H.d, J = 8.1 Hz) 



Isomer having a tow Rf value (Example 48-B): 

Rf: 0.29 (chloroform/methanol = 10/1) 
Mass spectrum m/z 688(M 1 ) 
NMR (300 MHz. CDCIj) 

6ppm: 0.70-1 .05(4H). 1.05-1.38{8H). 1.38-1 .90(1 OH). 2.48(2H,Br), 2.57-3. 00(7H). 3.21-3.56(6H). 3.66(4H). 
3.94-4.30(4H), 4.68(1 H.br), 6.30(2H). 7.30-7.45(2H). 7.55(2H,m). 7.78(1 H). 7.88(1 H). 7.95-8.09(1 H) 
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EXAMPLE 49 



5 

(2S«3R.4S)^{L-N-[(2S)-3-ethylsulfinyl-2-(1-naphthylmethyl)propionyl]norteucyl}ami^ 
morpholiono*2.3-pentanedtol 

(a) 133.3 mg of L*N-[(2S)-3-ethytthjo-2-<1-naphthylmothy))propionyl]norleudne tert-butyt ester was dis- 
70 solved in 1 ml of acetic acid, and 31 .9 ul of a 30% hydrogen peroxide aqueous solution was added thereto. 

The mixture was stirred at room temperature for 25 minutes. Then, the solvent was distilled off under 
reduced pressure. To the residue* benzene was added, and benzene was distilled off under reduced 
pressure. This operation was repeated to obtain 136.1 mg of L-N-{(2S)-3-ethylsulfinyl-2-(l-'iaphthylmethyl)- 
propionyl]norteucine tert*butyi ester as colorless oily substance. 
75 Rf: 0.33 (chloroform/ethyl acetate = 1/1) 
Mass spectrum m/z 460{M* + 1) 

(b) 129.2 mg of L-N-[(2S}-3-ethylsulfinyl-2-<1*naphthylmethyl)propionyl]norteucjne tert-butyl ester was 
dissolved in 0.5 ml of dry dichloromethane, and 0.5 ml of TFA was added thereto. The mixture was stirred 
at room temperature for 2.5 hours. Then, the solvent was distilled off. The residue was dissolved in 

20 benzene, and the mixture was concentrated under reduced pressure. This operation was repeated to obtain 
oily substance. The oily substance was solidified with chloroform/diethyl ether. The sotverrt was distilled off 
under reduced pressure to obtain 117 mg of L-N-[(2S)-3-ethylsulfinyl-2-(l-naphthyimethyl)propionyl)* 
norleucine as colorless solid. 

Rf: 0.37. 0.41 (chloroform/ methanol/acetic acid ■ 10/0.5/0.1) 
25 NMR (300 MHz. CDCI3) 

Sppm: 0.83(3H). 1 .05-1.39(7H). 1.70(1 H.m). 1.92(1H.m), 2.62-2.82(2H), 2.90(0.3H.dd.J «9.9.l3.5Hz). 3.08- 
3.58(3.7H). 3.70(1 H.m), 4.22(0.3H.dt J ^ 5.4.5.4Hz). 4.40(0.7H,dt.J » 5.8.5.8H2). 7.28-7.67(6H). 7.92(0.7H). 
B.08(0.3H,dJ=8.1Hz) 

(c) 60 mg of L-N-[(2S)-3-ethylsulfinyl-2*(l-naphthylmethyl)propionyi]norleucine was dissolved in 0.2 ml 
30 of dry OMF. and 36.4 mg of 1 -hydroxybenzothazole and 42.9 mg of DCC were added thereto at 0* C under 

stirring. Then, 69.5 mg of (2S.3R.4S)-4-amino-5<yclohexyl-l-morpholino-2.3-pentanedioi dihydrochloride 
was dissolved in 0.2 ml of dry DMF. 39.1 mg of triethylamine was added thereto for neutralization. This 
solution was added to the previous reaction solution, and the mixture was stirred at 0 ' C for two hours and 
at 5*C overnight. The precipitated dicyciohexylurea was removed by filtration and washed with a small 

35 amount of chloroform. This washing solution and the filtrate were put together, and concentrated under 
reduced pressure. The concentrated solution was diluted with 20 ml of ethyl acetate. The organic layer was 
washed sequentially with a 4% sodium hydrogencarbonate aqueous solution, with water and with a 
saturated sodium chloride aqueous solution and dried over anhydrous sodium sulfate. The solvent was 
distilled off under reduced pressure, the residue was purified by silica gel column chromatography 

40 (chloroform, methanol = 60'1) to obtain 38.3 mg of the isomer having a high Rf value (Example 49-A) and 
16.1 mg of the isomer having a tow Rf value (Example 49-8) of (2S.3R.4S)-4-{L-N-{(2S)-3-ethylsulf!nyl-2-(l- 
naphthylmethyi)propionyi]norleucyi}amino-5-cyclohexyl-l-morpholino-2.3-pentanediol as colorless solids, re- 
spectively. 



55 



Isomer having a high Rf value (Example 49-A): 



Rf: 0.5 (chloroform methanol = 10/1) 
Mass spectrum m^z 672(M * ♦ 1 > 
50 NMR (300 MHz. CDCio) 

5ppm: 0.75-1 .86(25H), 2.27(1H.m). 2.40-2.69(4H), 2.78(4H). 3.04(1 H.dd.J = 9.2.13.1 Hz), 3.32(2H), 3.42-3.62- 
(7H), 4.25(2H), 4.88(1 H.br), 6.34(1 H,d. J =9.3Hz). 6.90(1 H.d.J a 5.4Hz). 7.32-7.48(2H). 7.78(1 H.d.J = 7,8Hz). 
7.89(1 H,dd.J = 1 .4,7.8Hz) 7.98( 1 H.d. J = 8.7Hz) 



Isomer having a tow Rf value (Example 49-8): 
Rf: 0.43 (chloroform/m thanol '= 10/1) 
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Mass spectrum m/z 672(M* + 1) 

NMR (300 MHz, CDCb) ^^^^ ^ 

5ppm: 0.77-2.00(25H). 2.49(2H). 2.55-2.85(7H). 3.04<1H.m). 3.32(1H.m). 3.46(4H), 3.64{4H). 4.15(1H.m), 

4.25{1H.m). 6.19(1H), 6,46(1H). 7.32-7.47(2H). 7.47.7.63(2H). 7.78(1 H.d J = 7.8Hz). 7.89(1 H.dJ =8.1 Hz). 
5 8.08(1 H.dJ = 8,1 Hz) 



EXAMPLE 50 



N.[(2S.3R.4S)'4-[L*N-[(2R)-3^thylsulfonyl«2-(lHiaphthylmethyl)propionyl]norleucy 
dihydroxypentyllmorphoiine N-oxide 

25 mg of (2S,3R,4S)-4-{L-N-[(2S)-3-ethylsulfonyl-2-{1 -naphthylmethyOpropionynnorieucyOamino-S- 
15 cyclohexyl- l-morpholino.2.3-pentanediol was dissolved in 1.5 ml of methanol, and 150 ul of a 30% 
hydrogen peroxide aqueous solution was added thereto. 2 mg of sodium tungstate dihydrate was added 
thereto as a catalyst and the mixture was stirring. The mixture was stirred at room temperature for thre 
hours, and the insolubles were removed by filtration. The filtrate was diluted with 15 ml of ethyl acetate and 
washed with a 4% sodium carbonate aqeuous solution (10 ml x 1 time) and then with a saturated sodium 
20 aqueous solution (10 ml x 2 times). The ethyl acetate layer was dried over anhydrous sodium sulfate and 
then concentrated under reduced pressure to obtain 25 mg of the above identified compound as white solid. 
Mass spectrum m/z 704(M * + 1 ) 



25 EXAMPLE 51 



(2S,3R,4S)-4-{L-N-[(2S or R)-3-cyctopentanqsulfonyl-2-benzylpropionyl]norteucyl}amino'5-cyclohexyl-l- 
morpholino*2.3-pentanedior 

30 

(a) 210 mg of (2S or R)-3-cyclopentanesulfonyl-2-benzylpropionic acid was dissolved in 3 ml of dry 
DMF. and 0.8 ml of a dry DMF solution of 0.15 ml of triethylamine, 0.18 ml of DPPA and 0.15 g of 
norieucine tert-butyl ester was added thereto at -15' C by a usual DPPA method. The mixutre was 
subjected to usual aftertreatment, and the product was purified by silica gel column chromatography to 
35 obtain 122 mg of L-N-((2S or R) 3-cyclopentanesulfonyl-2-benzylpropionyl)norleucine tert-butyl~ ester as 
white solid. ' 
NMR (300 MHz. COCI3) 

5ppm: 2.81 -3.1 8(4H.m). 3.25(0.75H.m). 3.40(0.25H.m). 3.59(1 H.m), 4.23(0.25H.m), 4.45(0,75H,m). 5.91- 
(0.25H.d, J 8Hz). 6.09(0.75H.d J = 8Hz), 7.1 .7.3(5H.m) 

40 (b) L-N-((2S or R)-3<yclopentanesulfonyl-2-benzylpropionyl)norieucine tert-butyl ester obtained in step 
(a) was subjected to deesterification with 4.2 ml of dichloromethanen*FA (1/1). 108 mg of L-N-(3- 
cyclopentanesulfonyt-2-benzylpropionyl)norleucine thereby obtained was condensed with (2S,3R.4S)-4- 
amino-5<yclohexyl-l-morpholino-2,3-pentanedlol in 3 ml of dry DMF by using a DPPA method. The 
product was subjected to usual work up and purified by silica gel column chromatography to obtain 62 mg 

as of the above identified compound. 13 mg of (2S,3R,4SH-{L-N-((2R or S)-3-cyclopentanesulfonyl-2- 
benzylpropionyl]norleucyl}amino-5-cyclohexyl-l-morpholino-2,3-pentanediol and 80 mg of a mixture of the 
both isomers as white solids, respectively. 



50 S or R isomer 

NMR (300 MHz. CDCb) 

ippm: 2.49(2H,m). 2.82(1H.m), 2.70-3.05(6H,m). 3.1S(1H.m). 3.26(1H,m). 3.6-3.7(3H.m). 3.68(4H.m). 4.18- 
4.31 (2H,m). 4.60(1 H.br s). 6.00(1 H, d. J = 9.5Hz). 6.08(1 H.d. J ■7Hz). 7.2-7.4(5H.m) 

55 

R or S isomer: 
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NMR (300 MHz. CDCI3) 

5ppm: 2.50(2H,m). 2.63(1H.m), 2.7-2.8(2H.m). 2.83-3X8(4H.fn). 3.l6(1H,m). 3.37-3.82(8H.m). 4.04<lH.nn). 
4.91(1 H.br). 5.ai(1H.clJ="8H2). 7.08(1 Kd. J »9H2), 7.14-7.35(5H.m) 

5 

EXAMPLE 52 

N-[(2$,3R,4S)-4-[L-N-[(2S)-3-cyclopentanesulfonyl-2-ben2ylpropionyl]norieucyl]amino-5<yclohexyi*2.3 
TO di hydroxy pentyl]morphoiine N*oxide 

25 mg of (2S.3R,4SH-{L-N-{(2S)-3^yciopentanesulfonyl-2-ben2ylpropionyl]nori8ucyl}amino-5- 
cyctoh6xyM*morphoiino*2.3-p6rTtanediol obtained in Example 51 was dissolved in 1.5 ml of methanol, and 
150 ul of a 30% hydrogen peroxide aqueous solution was added thereto. 2 mg of sodium tungstate 

75 dihydrate was added thereto as a catalyst, and the mixture was stin-ed. The mixture was stirred at room 
temperature for 3 hours, and then the insolubles were removed by filtration. The filtrate was diluted with 1 5 
ml of ethyl acetate and washed with a 4% sodium carbonate aqueous solution (10 ml x 1 time) and then 
with a saturated sodium chloride aqueous solution (10 ml x 2 times). The ethyl acetate layer was dried over 
anhydride sodium sulfate, and then concentrated under reduced pressure to obtain 25 mg of the above 

20 identified compound as white solid. 
Mass spectrum m/z 694<M * + 1 ) 



EXAMPLE 53 

25 

f2R)'3-benzyloxy'2-(l'naphthylmethyl)propionic acid (1) (E)'4-ben2yloxy«2-buten-l*ol 

(a) 14.6 g of sodium hydride (60% in oil) was washed with n-pentane under argon, and dried. 150 ml of 

30 dry OMF was added thereto for suspension, and 75 g of (Z)-2-buten-l .4-dioi was dropwtse added thereto 
over a period of 30 minutes under stirring at 0*C. The mixture was stirred at room temperature for 1.5 
hours, and then 44 g of benzyl bromide was added thereto under stirring at 0 * C. The mixture was stirred at 
the same time for 30 minutes and then the temperature was returned to room temperature and stirred at 
50* C overnight The reaction solution was poured into ice water, extracted with ether, and the ether solution 

35 was washed sequentially with water and a saturated sodium chloride aqueous solution and dried over 
anhydrous magnesium sulfate. The solvent was distilled off under reduced pressure, and the residue was 
subjected to distillation under reduced pressure (2.5 mmHg. 134-138* C) to obtain 29 g of (Z)-4-benzyioxy- 
2-buten-i-ol as colorless oily substance. 
Rf: 0.49 (n-hexane/ethyl acetate =11) 

40 (b) 11.1 g of pyridinium chtorochromate and 12 g of celtte were suspended in lOO ml of dry 
dichtoromethane. and 6 g of (Z>4-t)enzyioxy-2-buten-l-ol was added thereto under stirring at 0*C. The 
mixture was stirred at room temperature for three hours, and then diethyl ether was added thereto. The 
insolubles were removed by nitration. The filtrate was subjected to distillation under reduced pressure for 
removal of the solvent and the residue was purified by silica gel column chromatography (diethyl ether) to 

45 obtain 3.9 g of (Z)-4-benzyloxy*butenal as slightly yellow oily substance. 
Rf: 0.59 (n-hexane/ethyl acetate « 1/1) 

(c) 3.9 g of (Z)*4-t}enzyloxy*2*butenal was dissolved in 60 ml of ethanol. and 850 mg of sodium 
borohydride was added thereto under stining at 0*C. The mixture was stirred at 0*C for 1.5 hours. The 
reaction solution was poured into ice water and extracted with ethyl acetate. The ethyl acetate solution was 

so washed sequentially with water and with a saturated sodium chloride aqueous solution and dried over 
anhydrous sodium sulfate. Then, the solvent was distilled off under reduced pressure, and the residue was 
subjected to distillation under reduced pressure (2.0 mmHg. 142*C) to obtain 22 g of (£)-4-benzyloxy2- 
buten-1-ol as colorless oily substance. 
Rf: 0.49 (n-h xane/ethyl acetate » t'l) 

55 

(2) f2R.3R)-4*benzyloxy-1'tert'butyldimethylsilyloxy3*(1*naphthylm" thyl)-2-butanol 
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(a) In 190 ml of dry dichtoromemane. 3.3 g of a molecular sieves (powder. 3A) was suspended, and 4.2 
ml of isopropyl orthotitanate and 2.9 ml of diethyl U+Hartarate were added thereto under stirring at -23 C. 
The mixture was stirred at the sam t mperature for 15 minutes, th n. 3 ml of a dry dichloromethane 
solution of 4.7 g of (EH-benzyloxy-a-buten-i-ol was added thereto, and the mixture was stin^ at the same 

5 temperature for 5 minutes. 11 ml of tert-butylhydroxyperoxide (5.1 7M dichloromethane solution) was added 
thereto, and the mixture was stirred for further seven hours. Then, the r action solution was left to stand at 
.23* C overnight To the reaction solution. 190 ml of diethyl ether and 4.2 ml of a saturated sodium sulfate 
aqueous solution were added, and the mixture was stinred at room temperature for 4 hours. The Insoiubl s 
were removed by filtration, and the solvent was distilled off under reduced pressure. The residue was 

JO dissolved in 240 ml of diethyl ether, and 42 ml of a IN sodium chloride aqueous solution was added thereto 
under stirring at O' C. The mixture was stirred at 0*C for 30 minutes. The diethyl ether layer was washed 
sequentially with a saturated sodium hydrogencarbonate aqueous solution and a saturated sodium chloride 
aqueous solution and then dried over anhydrous sodium sulfate. The solvent was distilled off under reduced 
pressure, and then the residue was purified by silica gel column chromatography (n-hexane/ethyl acetate = 

75 1/1) to obtain 2.9 g of (2S.3S)-4-benzyloxy-2.3-epoxy-l-butanol as colortess oily substance. 
Rf: 0.28 (n-hexane/ethyi acetate = 1/1) 
Angle of rotation: (alg° • 22.7* (C 0.988.CHCI3) 
Mass spectrum (FAB) m/z 1 95(M * + 1 ) 

(b) 2.15 g of (2S.3S)-4-ben2yloxy-2.3-epoxy"1-butanol was dissolved in 13 ml of dry DMF. and 1.83 g of 
20 imidazole and 2 g of tert-butyldimethylchlorosilane were added thereto. The mixture was stirred at room 

temperature overnight. The reaction solution was diluted with ethyl acetate, washed sequentially with cold 
1 N hydrochloric acid, water and a saturated sodium chloride aqueous solution and dried over anhydrous 
sodium sulfate. Then, the solvent was distilled off under reduced pressure, and the residue was purified by 
silica gel column chromatography (n-hexane/ethyl acetate » 10/1) to obtain 2.3 g of (2S,3S)-4-benzyloxy- 
25 2,3-epoxyl -butanol tert-butyldimethytsilyi ether as colorless oily substance. 
Rf: 0.59 (n-hexane/ethyl acetate » 5/1) 
Angle of rotation: [a]g^ - 9.0 ' (C hl40.CHCl3) 
Mass spectrum (FAB) m/z 441(M* +Cs) 

(c) 123 mg of copper iodide was suspended in 2.3 ml of dry THF. and 8 ml of naphthylm thyl 
30 magnesium chloride (0.8M diethyl ether solution) was added thereto under stirring. The mixture was stirred 

at the same temperature for five minutes. Then. 1.0 ml of a dry THF solution of 1 g of (2S.3S)-4-benzyloxy- 
2.3-epoxy-i-butanot tert-butyldimethylsilyf ether was added thereto, and the mixture was stirred at room 
temperature for i hour. The reaction solution was poured into a saturated ammonium chloride aqueous 
solution and extracted with diethyl ether. The extract was washed seqeuntially with water and a saturated 
35 sodium chloride aqueous solution and dried over anhydrous sodium sulfate. Then, the solvent was distilled 
off under reduced pressure, and the residue was purified by silica gel column chromatography (n- 
hexane/ethyl acetate = 20/1) to obtain 938 mg of the above identified compound as colorless oily 
substance. 

Rf: 0.53 (n-hexane/ethyl acetate = 5/1) 
40 Angle of rotation: [a]g^ - 21.8* (CJ.120. CHCI3) 
Mass spectrum (FAB) m/z 451 (M * + 1 .) 



(3) (2R,3R)-4-benzyloxy-3-fi-naphthylmethyl)butan-l.2-diol 

45 

910 mg of (2R.3R)-4-benzyloxy-i-tert-butyldimethylsilyloxy-3-(l-naphttiytmethyl)-2-butanol was treated 
with 7 ml of tetra-n-butylammonium fluoride (1M THF solution), and stin-ed at O' C for ten minutes and then 
at room temperature for 50 minutes. The reaction solution was diluted with diethyl ether, and then washed 
sequentially with a saturated sodium hydrogencarbonate aqueous solution and a saturated sodium chloride 

50 aqueous solution and dried over anhydrous sodium sulfate. The solvent was distilled off under reduced 
pressure, and the residue was purified by silica gel column chromatography (n-hexane/ethyl acetate « 1/1 ) 
to obtain 642 mg of the above identified compound as coloriess oily substance. 
Rf:0.29 (n-hexane/ethyl acetate « 1/1 ) 
Angle of rotation: [a]g° • 42.6' (C 1.187. CHCts) 

55 Mass spectrum m/z 337(M* + 1) 



(4) (2R)-3-benzyioxy2-(l-naphthylmethyl)propionic acid 
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740 mg of (2R,3R)-4-ben2y!oxy-3-(l-naphthylmethyl)butan-i»2-diol was dissolved in 50 ml of m thanoi. 
and 19 ml of an aqueous solution of 568 mg of sodium metaperiodate was added thereto under stining at 
0 * C. The mixture was stirred at room temperature for 4 hours. The insolubles were removed by filtration, 
and then the solvent was concentrated under reduced pressure. The residue was diluted with a saturated 

5 sodium hydrogencartjonate aqueous solution, and extracted with diethyl ether. Then, the extract was 
washed with a saturated sodium chloride aqueous solution and dried over anhydrous sodium sulfate. The 
solvent was distilled off under reduced pressure. 620 mg of (2R)-3-benzytoxy-2-<i-naphthy)methylhi- 
propanal thereby obtained as oily substance, was dissolved in 50 ml of acetone, and Jones' reagent was 
added thereto under stirring at 0* C. The mixture was stirred at the same temperature for 1.5 hours. To the 

TO reaction solution, isopropanol was added for decomposition of the reagent. Then, the insolubles were 
removed by filtration, and the filtrate was concentrated under reduced pressure. The concentrated solution 
was diluted with ethyl acetate, washed sequentially with water and a saturated sodium chloride aqueous 
solution and dried over anhydrous sodium sulfate. Then, the solvent was distilled off under reduced 
pressure, and the residue was purified by silica gel column chromatography <n-hexane/ethyl acetate = 21) 

;5 to obtain 457 mg of the above identified compound as coloriess oily substance. 
Rf: 0.47 (n-hexane/ethyl acetate/acetic acid « 1/1/0.5) 
Angle of rotation: [o]|^ - 13.2* (C 1.04, CHCb) 
Mass spectrum m/z 321(M* 1) 
NMR (300 MHz. CDCI3) 

20 6ppm: 3.11-321(1 H.m). 3.33(1 H. dd J » 15.2.8.0Hz). 3.57(1 H.dd.Jai52,7.6Hz). 3.66(2H.d.J =7.2Hz). 4,51- 
(1H,d.J = 16.0Hz). 4.55(1 H.d.J = 16.0Hz). 7.24-7.38(7H,m). 7.45-7.55(2H.m). 7.75(1 H.d. J = 8.0Hz). 7.86- 
(1 H.d.J ' 8.OH2). 8.05(1 H.d. J = 8.0Hz) 



25 EXAMPLE 54 



(2S.3R.4S)-4-amino-5-cyclohexyH-morpholino-2.3-pentanediol dihydrochloride 

30 

i^ ) 3-0-benzyl-l .2-0-isopropylidene*a-D-allofuranose 

3.0 g of sodium hydride was added to 50 ml of dry DMF. and 31 ml of a dry DMF solution oi 30.7 g of 
l.2:5.8-di-0-isopropylidene^-0-allofuranose was added thereto under stirring and cooling with ice. The 
35 mixture was stin'ed at room temperature for one hour, and then 14.5 ml of benzyl bromide was dropwise 
added thereto under cooling with ice. The mixture was stirred at room temperature overnrght. Then. 90 ml 
of water was added thereto under cooling for crystallization. The crystals were collected by filtration washed 
with 50 ml of cold water and then dried to obtain 3-0-benzyl derivative 39.1 g (yield: 95%) of slightly yellow 
crude crystals. 

40 Then, the crystals was dissolved in 200 ml of 70% acetic acid, and the reaction was conducted at 37' C 
for seven hours. The reaction soluton was neutralized with aqueous sodium carbonate (200 g/300 mi) under 
cooling with ice and extracted with ethyl acetate (300 ml x 1 time, 150 ml x 1 time). The extract was 
washed with water (200 ml) and then with a saturated sodium chloride aqueous solution (200 ml) and then 
dned over anhydrous sodium sulfate. The filtrate was concentrated under reduced pressure to obtain the 
above identified compound 54.5 g of slightly yellow syrup (yield: 94%). 
NMR (300 MHz. CHCI3) 

5ppm: 1.37(3H.s), 1.60(3H.s). 3.70(2H.s) 3.93(1 H.dd.J » 4.4,8.7Hz). 4.0l(1H.m). 4 l2(1H.dd.J = 3-2.8.9Hz). 
4.56(1H.d.J = 11.2Hz), 5.77(1 H.d.J» 3.6Hz). 7,3-7,4(5H.m) 
Rf: 0.2 (chloroform/methanol = 30/1) 

50 

(2 ) 3-0-benzyl-1 ,2-OHSopropylidene-a-D-ribo-pentodialdo-l .4'furanose 

34.5 g of 3-0-ben2yl-1.2-0-isopropyiidene-a-D-allofuranose was dissolved m 280 ml of ethanoi water 
55 (7'1), and a sodium methaperiodate aqueous solution (25 g/210 ml) was dropwise add d ther to. The 
mixture was stirred at room temperature for 1.5 hours, and then the precipitated inorganic salts were 
separated by filtration. The salt thereby separated was washed with a samll amount of ethan 1. The washing 
solution and the filtrate were put together and concentrated under reduced pressure. Th syrup thereby 
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obtained was dissolved in 300 ml of ethyl acetate and washed with 100 ml of water and then with 100 ml of 
a sodium chlorid aqueous solution. The ethyl acetate layer was dried over anhydrous magn sium sulfate 
and then concentrated under reduced pressure. The syrup thereby obtained was dissolved in di thyl ether 
and the diethyl ether solution was concentrated again and dried under reduced pressure to obtain 32.6 g of 
the above id ntified compound as slightly yellow cnide syrup. This syrup could be used as a starting 
material for Wlttig reaction in the following step as it was. 
Rf: 0.44 (chloroform/methanol = 30/1) 



(3) 3.Q.benzyl*5-cyclohexylidene-5-deoxy*1,2-OHSopropylidene-^D-ribofuranose 

82.7 g of cyctohexyitriphenylphosphonium bromide was suspended under stirring in 600 ml of i,2- 
dimethoxyethane purified by distillation. The reaction solution was sealed under an argon atmosphere, and 
130 ml of n-butyl lithium (n-hexane solution. 1.5N) was dropwise added ttiereto at room temperature. Th 
mixture was stirred for one hour to fomi a reddish brown ylide. The reactor was cooled witii ice, and a 1,2- 
dimethoxyethane solution (36 g/70 ml) of 3-Obenzyl-l X>isopropylidene-a-[>ribo-pentodialdo-i .4-furanose 
was added thereto over a period of 30 minutes. The temperature was returned to room temperature, and 
the reaction solution was stin-ed for 18 hours. Then, the precipitated salt was separated by filtration. The salt 
thereby separated was washed with a small amount of benzene. To the combined filtrate, 100 ml of wat r 
was added to decompose the excess ylide. The reaction solution was distillated off, and the residue thereby 
obtained was dissolved in 300 ml of benzene. The benzene solution was washed with 130 ml of water and 
then with 150 ml of a saturated sodium chloride aqueous solution. Then, the benzene layer was dried over 
anhydrous magnesium sulfate. The dried benzene layer was concentrated under reduced pressure, and tiie 
concentrate was purified by silica gel column chromatography {n-hexane/etiiyl acetate * 8/1). The eluted 
fractions containing ttie desired compound were put together, concentrated under reduced pressure and 
dried to obtain 28.9 g (yield: 64%) of white solid. The solid was recrystallized from 50 ml n-hexane to obtain 
27.2 g (yield: 61%) of columnar crystals. 
NMR (300 MHz. CDCia) 

fippm: 1.35(3H.s), 1.58(6H,m). l,64(3H,s). 2.13(2H,br). 2.29(2H.br). 3.46(1 H,dd.J«4.4.8.8Hz). 4.53- 
(1H,t.Js4,0Hz), 4.63(1H.d,J = 1^4Hz). 4.73(1 H,d.J » 12.4Hz). 4.82(1 H.t. J = 8.9Hz). 5.02(1H.dd,j-l.5,8.7Hz). 
5.70(1 H.d J « 3.6Hz),J.29-7.35(5H,m) 
Melting point: 62-64* C 

Angle of rotation: [alg° = - 7.2' (C=0.97. CHCb) 
IR 

fcm-': 2930. 2850. 1460. 1390. 1380. 1250, 1220. 1200. 1170. 1130. 1120. 1090. 1030. 1000. 890, 870, 730 

Elemental analysis: 

Calculated value C: 73.23. H: 8.19 

Measured vaiue C: 73.28, H: 8.12 

(4) Methyl 2.3*di-0'benzyl-5-cyclohexyl-5-deoxy'crD-ribofuranoside and methyl 2.3-di'0-benzyl'5' 
cyclohexyl-5-deoxy-jg-D-ribofuranoside 

27.0 g of 3-C)-benzyl-5-cyclohexylidene-5-deoxy-l,2-0-isopropylidene-a-0-ribofuranose was dissolved in 
230 ml of ethanol, and Raney nickel (W1) in about 10 ml of etiianol was added thereto. The stirring was 
continued under a hydrogen atmospheric pressure. 4.5 hours later, the catalyst was separated by filtration 
on Celrte, and the filti'ate was concentrated under reduced pressure and dried under reduced pressure to 
obtain 28.4 g of 3-04>enzyl-5<yclohexyl-S-deoxy-1,2-0-isopropylidene-a-D-ribofuranose as transparent 
syrup. Then, the synjp was dissolved in 66 mt of dry metfianol. 66 ml of 10% dry methanol hydrochlorid 
was added thereto and reacted ttierewith at room temperature under sealing for 66 hours. Then, 100 ml of 
methanol was added to the reaction solution and diluted it 500 ml of an anion exchange resin Amberiite 
(lRA-400, OH") was gradually added to the reaction solution for neutralization. The resin was removed by 
filtration, and then tine reaction solution was concentrated under reduced pressure. The syrup thereby 
obtained was azeotropically concentrated to dryness from the diethyl ether solution and from tiie benzene 
solution under reduced pressure to obtain 24.7 g of methyl 3-0-benzyl-5-cyclohexyl-5-deoxya(or tf)-D- 
ribofuranoside as yellow syrup. (Rf: 0.32. silica gel plate, n-hexane/ethyl acetate » 3/1 ) 

Then, the syrup was dissolved in 45. ml of dry DMF witiiout purification, and the solution was added 
under cooling with ice to 30 ml of a dry DMF solution containing 1.9 g of sodium hydride prepared 
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separat ly. Th temp ratur was returned to room temperature, arwj the mixture was stirred for 30 minutes 
and cooled with ice. 9.3 ml of benzyl bromide was added thereto and the mixture was stirred at room 
temperature overnight Then, the reaction solution was dissolved in 400 ml of ethyl acetate, and the solution 
was washed sequentially with 300 ml of water and with 300 ml of a saturated sodium chlorid aqueous 
5 solution. Th organic layer was dried over anhydrous sodium sulfate and then concentrated under reduced 
pressure. The concentrate was purificated by silica gel column chromatography (n-hexane^ethyl acetate = 
8/1-6/1) to obtain 3.55 g of methyl 2.3-di-Oben2yl-5-cyclohexyl-5-deoxy-a-0-ribofuranoside and 27.6 g of 
methyl 2.3-di-0-ben2yl-5-cyclohexyl-5-deoxy-tf-D-ribofuranoside as colorless transparent syrup. 

10 

a«anomer: 

NMR (300 MHz. COCI3) 

5ppm: 0.85(2H,m), 1.1.1.4<6H,m). 1.6-1 .8(5H.m), 3.45(3H.s). 3.50(1 H.dd.Ja3.6.6-8Hz). 376- 
75 flH.dd.J=4.0,e.8H2). 4.18(1H,m). 4.59(1 H.d.Ja12.7Hz). 4.63(1 Kd.J « l2.2Hz). 4.6a(1H,d.J » 12.5H2), 4.74- 
(1H,d.J= 13.1Hz). 4.83(1 H.d.J a 4.5Hz). 7.28-7.40{l0H.m) 
Rf. 0.44 (n-hexane/ethyl acetate = 3/1) 
IR 

.'cm-': 3050, 2930. 2850. 1510, 1460 



;3-anomer: 

Nfy/IR (300 MNz. CDCI3) 

25 ppm: 0.9(2H.m). 1.1-1.3(3H.m), 1 .4-1 .6(3H.m). 1.6-1.85{5H,m), 3.31 (3H.S). 3.77(1 H.ddJ« 4.5.7Hz). 3.82- 
(1 H,dd. J = 1 .4.5Hz). 4.22(1 H.m). 4.41 (1 H,d J = 1 2Hz). 4.55(1 H.d.J = 1 2Hz). 4.57(1 H.d. J = 1 2Hz). 4.68- 
(1H.d,J = 12H2). 4.87(1 H.s) 
Rf: 0.60 (n-hexane/ethyl acetate = 3/1 ) 
IR 

30 i^cm-V 3040. 2930. 2850. 1500. 1460 



(S) (2S,3R.4R)-2.3-dibenzy toxy-5<yclohexyl-1 -morphormopentan-4-ol 

35 30.8 g of the mixture of methyl 2,3-di-0-benzyl-5-cyclohexyl-5-deoxy-a-0-ribofuranoside and its 
anomer obtained step (4), was dissolved in 600 ml of acetic acid/hydrochloric acid/water (9/12), and reacted 
at 20*C for 10 hours and then at 6* C for 14 hours. The reaction solution was diluted with 1 liter of toluene 
and washed sequentially with water (400 ml x 2 times), with a 4% sodium hydrogencart)onate aqueous 
solution (500 ml) and with saturated sodium chloride aqueous solution (500 ml). The organic layer was dried 

40 over anhydrous magnesium sulfate and then concentrated under reduced pressure to obtain 2.3-di-O- 
benzyl-5-cyclohexyl*5-deoxy-D-ribofuranose as yellow syrup. (Rf: 0.38. silica gel plate, solvent: hexane^ethyl 
acetate = 3/1) 

Then, the product was dissolved in 500 ml of methanol. 41.7 g of morpholine hydrochloride was added 
thereto and dissolved. A methanol solution of sodium cyanoborohydride (8.49 g/100 ml) was added thereto. 

45 and then the mixture was stirred. The mixture was stirred at room temperature for 39 hours, and then the 
reaction solution was concentrated under reduced pressure. The product was dissolved in 1 liter of 
benzene^ethyl acetate (4/6). and the mixture was washed with water (300 ml x 2 times) with a saturated 
sodium chloride aqueous solution (300 ml). The organic layer was dried over anhydrous magnesium sulfate, 
and then concentrated under reduced pressure. The purification by silica gel column chromatography 

50 (chloroform/ethyl acetate » 4/1) and the drying under reduced pressure were conducted to obtain 31.7 g of 
the above identified compound as white solid (yield: 90%). 
NMR (300 MHz. 55* C. CDCta) 

appm: 0.85(2H,m). 1.1-1 .3(5H,m). 1.44(1H.m), 1.55-1.8(5H.m), 2.39(1H.dd.J -2.5.13.1 Hz), 2.51(4H.m), 3.02- 
(1H.dd.J = 8.9.13.1 Hz). 3.59(1H.dd.j3l.4.5.3Hz), 3.66(4H.m). 3.77(2H.m). 4.56(1 H.d.J =« 12.2Hz), 4.59- 
55 (lH,d.J = 12.2Hz). 4.63(1H.d.J a 11.7Hz). 4.76(1 H.d.J = 1 1 .7Hz). 7.2-7.4(1 OH.m) 
IR 

^m": 3220(br), 2930. 2850, 1460. 1120. 1070. 1030 
M Iting point: 54-56 *C 
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Angle of rotation: [alg° = +31.0* (C = 1 .09, CHCb) 
Elemental analysis: 

Calculated value C: 74.48. H: 8.84. N: 3.00 
Measured value C: 74.52, H: 8.87. N: 2,92 



(6) ( 2S.3fl.4S)-4-azide*2,3*diben2yloxy'5«cyclohexyH-fnorpholinGpentane 

27 7 g of (2S.3R.4R)-2.3-dlbenzyloxy5-cyclohexyh1-niorpholinopentan-4-ol was dissolved in 200 ml of 
dry THF. and 24.9 g of triphenylphosphine was added thereto and dissolved. Then, the reaction solution 
was stirred at -20* C under cooling. To the reaction solution. 14.9 mg of diethyl azodicartjoxylate and 20.5 
ml of OPPA were dropwtse added thereto, respectively. A few minutes later, the reaction solution was 
stirred at 20 'C. 24 hours later, the reaction solution was concentrated under reduced pressure, the syrup 
thereby obtained was purified by silica gel column chromatography (n-hexane/ethyl acetate « 5/1) to obtain 
12.7 g (yield: 43%) of desired colorless transparent syrup. 
NMR (300 MHz. CDCb) 

ippm- 0.89(2H.m). 1.1-1.5(5H,m). 1.7(6H.m), 2.37(2H,ddd. J « 4.6.4.7, 11. 3Hz). 2.59(2H.m). 2.65(2H.m). 3.56- 
(1Hddd.J« 3.4.4.0.10.1 Hz). 3.64(1 H.dd.j = 3.1 .6.6Hz). 3.67(4H,m), 3.74(1H.m), 4.58(1H,d.J« 11.1Hz). 4.69- 
(lH!d.J« 11.1Hz). 4.73(1H.d.J« 11.5Hz), 4.78(1 H.d.J« 11. SHz), 7.28-7.38(1 OH.m) 
IR 

.cm-': 2930, 2850. 2110. 1750. 1740. 1500, 1460 
Mass spectnjm (FAB) m/z 493(M* + 1) 



(7) (2S.3R.4S)-4-amino-5-cyciohexyl-i-morphoiino-2.3-pentanediol dihydrochtoride 

80 mg of (2S.3R,4S)-4-azide-2.3-dibenzyloxy-5-cyclohexyl-1-morpholinopentane was dissolved in 2 ml 
of ethanot, and 0.2 ml of 2N hydrochloric acid was added for acidification. Hydrogen gas was continuously 
blown thereinto in the presence of a palladium black catalyst Two hours later, the catalyst was separated 
on celite by filtration, and the filtrate was concentrated under reduced pressure. The residue was 
concentrated under reduced pressure in the form of a mixed solution of ethanol/benzene and azeotropically 
dried. The dried solid was recrystallized from dichloromethane/diethyt ether to obtain 52 mg (yield: 90%) of 
white crystals. 

'H-NMR (300 MHz. COCI3. free salt) 

5ppm: 0.95(2H.m). 1.23(3H.m). 1.43(2H.m). l.57(1H.m). 1.72(5H.m). 2.55(2H.m). 3.40(1 H.m). 3.50(1 H.br 
dd.J = 1 .5,7.0Hz). 3.70(4H.m), 3.88(1 H.m). 4.26(4H,br) 
'3C-NMR (75 Hz, CDCI3-D20, hydrochloride) 

fippm: 25.8(2C). 26.2, 32.6. 33.1. 33Z 37.2, 48.9. 52.4. 53,5. 60.8. 63.5. 63.6, 65.1. 69.9 



EXAMPLE 55 



(2S.3R,4R)-2.3-dibenzyloxy-5-cyclohexy(-l-mQrpholinopentan-4-ol 



(1) l.4-pentadien-3-ol 

To 400 ml of a THF solution of 0.98M vinyl magnesium bromide. 11.O ml of methyl formate was 
dropwise added over a period of i hour at a temperature of from 0 to 5' C. After completion of the dropwise 
addition. 100 ml of a saturated ammonium chloride aqueous solution was immediately added thereto, and 
the mixture was extracted with THF. The THF layer was dried over anhydrous magnesium sulfate, and then 
the solvent was distilled off under reduced pressure (100 mmHg), The residue was subjected to distillation 
under reduced pressure to obtain 9.6 g of the above identified compound as colorless liquid. 
Rf: 0.52 (n-hexane/ethyl acetate = 2/1) 
Boiling point 55-57*0/78 mmHg) 
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(2) (2R.3S)'1 .2-epoxypent-4-ene-3*ol 

7 g of motecutar sieves (3A, powder) were suspended in 500 ml of dichlorometttarie. and 10.2 g of 
t traisopropyl orthotitanate and 8.8 g of diethyl L-{ + htartarate wer added thereto under an argon 

5 atmosphere at -30* C. Then. 40.5 ml of tert-butylhydroperoxide (5M dichloromethane solution, treated with 
molecular sieves 4A for 30 minutes before the dropwise addition) was dropwise added over a period of 10 
minutes at the same temperature. The mixture was stirred at the same temperature for 10 minutes. A 
dichloromethane solution of 10 g of i .4-pentadien-3«ol was dropwise added thereto over a period of 20 
minutes. The mixture was left to stand at -20* C for ten days, and then, 500 ml of acetone containing 10.5 

10 ml of water was added to the reaction solution at -20*C. The mixture was stirred at room temperature for 
three hours. Then, the insoluble substances were removed by filtration, and the filtrate was concentrated 
under reduced pressure. The residual solution was subjected to distillation under reduced pressure, and the 
eluted fractions of a boiling point of 30-60* C/18 mrrHg (first fraction) and a boiling point of 60-73* C/'l 8 
mmHg (second fraction) were collected. Each fraction was purified by silica gel column chromatography (n- 

75 pentane^diethyt ether - 1/1) to obtain 2.3 g and 5.4 g of the above identified compound as coloriess liquid, 
respectively. 

Rf: 0.27 (n-hexane/ethyl acetate = 2/1) 

Angle of rotation: [a]g° = + 57.3* (0 = 0.964.0803) 

20 

(3) (2R,3S)-3-benzyloxy-2-tert-butyldimethylsilyloxy-l*cyclohexyl-4-^ntene 

(a) 428 mg of sodium hydride (60% in oil) was suspended in 8 ml of THF. and a THF solution (5 ml) of 
970 mg of (2R,3S)-l.2-epoxypent-4-ene-3-ol was dropwise added thereto under an argon atmosphere at 

25 -10* C. The mixture was stin-ed at room temperature for 20 minutes. Then. 360 mg of tetra-n-butylam- 
monium iodide and 1.27 ml of benzyl bromide were added thereto at -10* C. The mixture was stirred at 
room temperature for two hours, and then poured Into a saturated ammonium chloride aqueous solution and 
extracted witii ethyl acetate. The ethyl acetate layer was dried over anhydrous magnesium sulfate, and the 
solvent was distilled off. The residue was purified by silica gel column chromatography (n-hexane/ethyl 

30 acetate = 10/1) to obtain 1.7 g of (2R,3S)-3-benzyloxy-l.2-epoxy-4-pentene as coloriess oily substance. 
Rf: 0.49 (n-hexane,. ethyl acetate « 4/1) 

(b) 146 mg of copper (I) iodide was suspended in THF. and 3.85 ml of cyclohexyi magnesium chloride 
f2M diethyl ether solution) was added thereto under an argon atmosphere at -78* C. The mixture was stirred 
at the same temperature for ten minutes. Then, a THF solution (5 ml) of 969 mg of (2R.3S)-3-ben2yloxy-l .2- 

35 epoxy-4-pentene was dropwise added thereto over a period of 10 minutes at -78*0. The mixture was 
stirred at -10* C for two hours, and then poured into a saturated ammonium chloride aqueous solution and 
extracted with ethyl acetate. The extract layer was washed with a saturated sodium chloride aqueous 
solution and dried over anhydrous magnesium sulfate. The solvent was distilled off under reduced pressure 
to obtain 1.2 g of (2R.3S)-3-ben2yloxy-l-cyclohexyl-4-penten-2-ol as slightly brown oily substance. This 

40 alcohol was dissolved in OMF. and 923 mg of tert-butyldimethylsilyl chloride. 312 mg of 4* 
dimethylaminopyridine and 923 ul of triethylamine were added thereto at 0 * C The mixture was stirred at 
room temperature overnight. Then, water and ethyl acetate were added to the reaction solution, and th 
organic layer was separated. The organic layer was washed sequentially with IN hydrochlonc acid, with 4% 
sodium hydrogencarbonate, with water and with a saturated sodium chloride aqueous solution and dried 

45 over anhydrous magnesium sulfate. The solvent was distilled off under reduced pressure, and the residue 
was purified by silica gel column chromatography (n-hexanei benzene - 10/1) to obtain 1.3 g of the above 
identified compound as coloriess oily substance. 
Rf: 0.53 (n-hexane/benzene = 5'1) 
Angle of rotation: (ag- = +28.9* (C* 0.944. CHCb) 

50 

f4) f2S.3R.4R)>3-benzyloxy-4-tert-butyldimethylsilyloxy-5-cyclohexyl-1.2-epoxypentane 

(a) 1 .27 g of 4-penten*2.3-diol having a protected hydroxyl group obtained in step (3), was dissolved in 
55 a solvent mixture of aceton (12 miy/water (1.2 ml), and 42 mg of osmium t traoxid and 790 mg of 
methyimorpholine N-oxide w re added thereto. The mixture was stirred at room temperature overnight. 
Then. 35 ml of a saturated sodium hydrogen sulfate aqueous solution was added thereto and the mixture 
was extracted with ethyl acetate. Th organic layer was washed with a saturated sodium chloride aqueous 
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solution and the solvent was distilled off under reduced pressure. The residue was purified by silica gel 
column chromatography (n-hexane/ethyl acetate * 2/1) to obtain 1.12 g of (2S.3R,4R)-3-ben2yloxy^tert- 
butyidimethylsilyloxy-5-cyctohexylp ntan-l ,2-diol as coloriess oily substance. 
Rf: 0.43 (n-hexane/ethyl acetate » 2/1) 

5 (b) Th diol obtained in step (a) was dissolved in 3 ml of dichloromethane, and 46 al of methanesul- 
phenyl chloride and 94 ul f triethylamine were dropwise added thereto at 0* C. Th mhctur was stirred at 
room temperature for 20 minutes. Then, ethyl acetate was added thereto. Th mhctur was washed 
sequentially with water, with IN hydrochloric add, with a 4% sodium hydrogencarbonate aqueous solution, 
with water and with a saturated sodium chloride aqueous solution and dried over anhydrous magnesium 

10 sulfate. Then, the solvent was distilled off under reduced pressure. The residue was dissolved in 4 ml of 
methanol, and 124 mg of potassium carbonate was added ttiereto at 0* C. The mixture was stirred at room 
temperature overnight. Then. 78 ul of acetic add. water and etiiyl acetate were added to the reaction 
solution. The organic layer was separated, washed with a saturated sodium chloride aqueous solution and 
then dried over anhydrous magnesium sulfate. The solvent was distilled off under reduced pressure, and 

;5 the residue was purified by silica gel column chromatography (n-hexane/ethyl acetate = 4/1) to obtain 125 
mg of the above identified compound as colorless oily substance. 
Rf: 0.76 (n-hexane/ethyl acetate « 4/1) 
NMR (300 MHz, CDCI3) 

5ppm: 0.06(3H.s). 0.08(3H.s). 0.90(9H,s). 0.75-1.05(1 H.m). 1. 10-1. 70(1 2H.m). 2.69(1 H.dd J = i7,5.4H2). 2.75- 
20 (1H.dd,J»3.9,5.4Hz). 3.12(1H.ddd,J-2.7.3.9,5.1H2). 3.23(1 H.dd,J» 2.4.5. 1Hz). 3.98- 

(1H.ddd.J = 2.4,4.5.8.3Hz). 4.60(2H.s), 7.23-7.38(5H.m) 



(5) (2S.3R.4R)-2.3-dibenzyloxy-5-cyclohexyl-1-morpholinopentan-4-ol 

25 * ' . 

(a) 122 mg of the epoxy compound obtained in step (4) was dissolved in 1.5 ml of methanol,^ and 32 ul 
of morpholine was added thereto. The mixture was heated at a temperature of from 75 to 80* C for two 
hours and further at 60*C overnight. The reaction solution was concento-ated under reduced pressure to 
dryness, and the residue was purified by silica gel column chromatography (n-hexane/ethyl acetate « 4/1) 

30 to obtain 139 mg of (2S.3R,4R)-3-ben2yloxy-4-tert-butyldimetiiylsilyloxy-5H:yclohexyl-l-morpholinopentan-2- 
ol as colorless oily substance. 
Rf: 0.11 (n-hexane/ethyl acetate = 4/1) 
NMR (300 MHz. COCb) 

6ppm: 0.10(3H.s). 0.l2(3H.s). 0.75-1 .05(2H.m), 0.91 (9H.s). 1.07-1.85(11 H.m). 2.30-2.47(3H.m). 2.55-2.72- 
35 (3H.m). 3.41 (1H.dd,J = 1.8,7.1 Hz), 3.62-3.75(5H,m). 4.l6(lH,ddd.J» 1.8.3.3.8.7Hz). 4.55(1 H.d.J «- 1 1 .7Hz), 
4.87(1 H.d.J » 1 1 .7Hz), 7.25-7.40(5H,m) 

(b) 12 mg of sodium hydride (60% in oil) was suspended in 0.5 ml of THF. and a THF solution (0.5 ml) 
of 135 mg of the amino alcohol obtained in step (a) was dropwise added thereto under an argon 
atmosphere at -20' C. The mixture was stirred at room temperature for one hour. Then, 11 mg of tetra-n- 

40 butylammonium iodide and 36 ul of benzyl bromide were added thereto. The mixture was stirred at room 
temperature overnight. Then, the reaction solution was poured into a saturated ammonium chloride aqueous 
solution and the mixture was extracted witii etiiyl acetate. The extract was dried over anhydrous magnesium 
sulfate. Then, the solvent was distilled oft under reduced pressure, and the residue was purified by silica 
gel column chromatography (n-hexane/ethyl acetate * 8/1) to obtain 30 mg of (2S,3a4R)-2.3-dlbenzyloxy 

45 4-tert-butyldimetiiylstlyloxy-5-cyclohexyl-l-morpholinopentane as coloriess oily substance. Further. 103 mg 
of the starting material was recovered. 
Rf: 0.70 (n-hexane/ethyl acetate = 2/1) 
NMR (300 MHz. COCIa) 

6ppm: 0.07(3H.s). 0.10(3H.s). 0.70-1 .00(2H.m), 0.92(9H.s), 1.1 0-1 .78(11 H.m), 2.34-2.44(2H.m). 2.50-2.76- 
50 (4H,m). 3.59(1 H.dt.J= 2.4.6.5Hz). 3.64-3.76(5H,m). 4.14(lH,m), 4.52(1 H.d,J« 11 .4Hz). 4.61 (1 H.d.J = 11. 4Hz). 
4.70(1 H.d.J* 11.4Hz), 4.87(1 H.d.J = 11.4Hz). 7.20-7.40(1 OH.m) 

(c) The protected trio! obtained in step (b) was dissolved in 0.2 ml of THF. and 80 ul of a THF solution 
of IM tetra-n-butylammonium chloride was added thereto. The mixture was stirred at room temperature. 
Furtiier. two hours later. 160 ul of a THF solution of IM tetra-n-butylammonium chloride was added ther to 

55 and four hours later. 200 ul of the THF solution was added thereto. The mixture was stirred at room 
temperature overnight. Dietiiyl ether was added to tiie reaction solution. The mixture was washed with water 
and witti a saturated sodium chloride aqueous solution and dried over anhydrous magnesium sulfate. Then, 
the solvent was distilled off under reduced pressure, and the residue was purified by silica gel column 
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chromatography (n-hexan /ethyl acetate » M) to obtain 15.5 mg of the above identified compound as 
colorless solid. 

Rf: 0.64 (n-hexane/ethyl acetate = 2'1 ) 

This compound completely agreed with a product derived from 1 ^:5.6^iisopropyliden©-2-D-al- 
5 iofuranose in a 300 MHz NMR analysis. 



EXAMPLE 56 

ro 

(2S.3R.4S)^{L*N-[(2S)-2'benzyl'3-furfurylsutfonylpropionyl]norleucyl}amino-5<yciohexyl-l-mo^ 
pentanediol 

(a) 1.2 g of (2S.3S)-4-ben2yloxy-2.3-epoxy-l-butanai tert-butyldimethylsilyl ether obtained in Example 
rs 53 was subjected to Grignard reaction by using benzyl magnesium bromide (0.8M diethyl ether solution) in 

the same manner as in Example 53 to obtain 975 mg of (2R.3Rh3^nzyM-benzyloxy-i-tert- 

butyldimethylstlyloxy-2-butanal as colorless oily substance. 

Then, the removal of the silyi group by 5 ml of tatra-rHsutylammonium fluoride (1M THF solution) was 

conducted in the same manner as in Example 53. Then the product was converted to an aldehyde by using 
20 625 mg of sodium metaperiodate and subjected to chromic acid oxidation (Jones* reagent) to obtain 427 

mg of (2R)-2-benzyl-3-benzyloxypropionic acid. 

Rf: 0.57 (n-hexane/ethyl acetate/acetic acid ~ 6/B/02) 

Angle of rotation: [a]|® = - 4.8' (C = 0.765. CHC^b) 

Mass spectrum (FAB) m/z 293(M* + Na). 271{M* + 1) 
25 (b) 420 mg of (2R)-2-benzy)-3-benzyloxypropionic acid was dissolved in 5.5 ml of e'thanoL and 

hydrogenated at an ordinary temperature under an atmospheric pressure for two hours in the presence of 

palladium black. The insolubles were removed by filtration, and then the solvent was distilled off under 

reduced pressure to obtain 290 mg of (2R>-2-benzyl*3-hydroxypropionic acid as cotoriess oily substance. 

Rf: 0.24 (n-hexane/ethyl acetate/acetic acid = 6/6/0.2) 
30 Angle of rotation: [a]|® = +4.9* fC = 0.853. CHCI3) 

Mass spectrum (FAB) m/z 203fM* + Na), 181(M' + 1) 

(c) 274 mg of (2R)-2-benzyl-3-hydroxypropionic acid was dissolved in 2 ml of dry OMF, and subjected 
to coupling raction with 322 mg of L-norieucine tert-butyi ester by a DCC-HOBT method in the same 
manner as in Example 47 to obtain 306 mg of L-N-{(2S)-2-benzyl-3-hydroxypropionyl]norleucine tert-butyl 

35 ester as white solid. 

Rf: 0.25 (n-hexane/ethyl acetate = 2/1) 

(d) 68 mg of L-N-[(2S)-2-benzyl-3-hydroxypropionyl]norleucine tert-butyl ester was subjected to tosyla- 
tton (p-toluenesulfonyi chloride). Then, the product was substituted with furfurylmercaptan to convert to the 
furfurylthio ether. Then, the furfurylthto ether was oxidized by hydrogen peroxide/sodium tungstate to the 

-io sulfone compound, and the sulfone compound was treated with TFA to obtain 60 mg of L-N-[(2S)*2-benzyl- 
3*furfurylsulfonylpropionyl]norieucine as coloriess oily substance. 
Rf: 0.22 (n-hexane/ethyt acetate/acetic acid * 6/6'0.2) 

(e) 60 mg of L-N-{(2S)-2-benzyl-3-furfurylsulfonylprooionyl]norleucine was dissolved in 0.4 ml of dry 
DMF. and subjected to coupling reaction conducted m the same manner as in Example 47 with 62 mg of 

45 (2S.3R.4S>-4-amino-5-cyclohexyl-i-morpholino-2.3-pentanediol dihydrochloride by a DPPA method to obtain 
72 mg of the above loentified compound as white powder. 
Rf: 0.40 (chloroform/methanol = 20/1 ) 
Mass spectrum (FAB) m z 690(M* + 1) 
NMR (300 MHz. COCb) 

50 5ppm: 0.79-1 .06(3H,m), 1.06-1.94(l9Km). 2.40-3.1 5(1 OH.m). 3.39-3.8S(7H.m), 4.17-4.3l(4H,m), 5,90- 
(1H.d.J = 7.9H2). 5.98(1 H.dJ = 8.7Hz), 6.41(1H,d.J = 0.8Hz), 6.46(1 H,d.J = 0.8Hz). 7.l8-752(5H.m) 



EXAMPLE 57 



(2S.3R.4SH-{L*N-[(2SV3-ethylsulfonyl-2-[(5.6.7.8-tetrahydro-1-naphthyl)methyllpropionyl]norleucyl}amino- 
5-cyclohexyl-l*morpholino-2.3'pentan diol 
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(a) 107 mg of L-N-{(2R)-3-benzyloxy-2-(l-naphthylm thyl)propionyllnor1©ucin tert-butyl ester was dis- 
solved in 2 ml of ethanol and hydrogenated at a ordinaily temperature under an atmospheric pressure by an 
addition of palladium black. Th catalyst was removed by filtration, and th n the solvent was distilled off to 
obtain 89 mg of L.N-{(2Rh3-hydroxy-2.[(5,6J.8-tetrahydro-1-naphthyl)methyllpropionyl}norte^^ tert-butyl 
ester as colorless oily substance. 

Rf: Q.33 (n-hexane/ethyl acetate » 2/1) 

(b) 87 mg of L-N-{(2R)-3-hydroxy-2-[{5,6,7.S-tetrahydro-l-naphthyl)methyl]propionyI}norleucine tert- 
butyl ester was subjected to tosylation in the same manner as in Example 1, and then converted to the thio 
compound by using ethylmercaptan. Then, the thio compound was oxidized to the sulfone compound and 
treated with TFA to obtain 61 mg of L-N.{{2S)-3-ethylsulfonyl-2.[(5.6,7.8-tetrahydro-l-naphthyl)methylh 
propionyl}norleucine as colorless oily substance. This compound was subjected to coupling reaction in the 
same manner as in Example 3 with 39 mg of (2S.3a4SH-amino-5<yciohexyl-1-morphoiino-2.3-pentanediol 
dihydrochtoride by a DPPA method to obtain 27 mg of the above identified compound as white powder. 

Rf: 0.42 (chloroform/methanol = 20/1) 
Mass spectrum m/z 692(M* + 1 ) 



EXAMPLE 58 

N-[(2S.3R.4S)'4-[L-N-[(2S)-3-ethylsulfonyl-2-(1-naphthylmethyl)propionyllnorieucyllamino-5-cy 
dihydroxypentyljpiperidine N-oxide 

10.6 mg of (2S,3a4S)-4-{L-N-l(2S)-3-ethylsutfonyh2-(1-naphthylmethyl)propionyl]norleucyl}amino-5- 
cyclohexyl-1-piperidino-2.3-pentanediol obtained in Example 17, was dissolved In 0.5 ml of methanol. 50 ul 
of a 30% hydrogen peroxide aqueous solution and 2 mg of sodium tungstate dihydrate were added th reto 
for oxidation in the same manner as in Example 50 to obtain 11.4 mg of the above identified compound as 
white solid. 

Rf: 0.39 {chtoroform/methanol ■ 10/1) 
Mass spectrum m/z 702(M* + 1) 



EXAMPLE 59 



N-[(2S.3R.4S)-4-[L-N-[(2S)-3-ethylsulfonyl-2-(1-naohthyimethyl)propionyl]nofleucyl]amino-5-cyclohexyt-2.3- 
dihydroxypentyp-N-methyl morphoiinonium iodide 

8.8 mg of (2S,3a4S)-4-{L-N-({2S)-3-ethylsuifonyl-2-(1 -naphthylmethyOpropiony l]nor(eucyl}amino-5- 
cyciohexyl-1-morpholino-2,3-pentanediol was dissolved in 0.3 ml of dry methanol, and 0.3 ml of methyl 
iodide was added thereto. The mixture was refluxed under heating at 50' C for three hours. The solvent was 
distilled off under reduced pressure, and the residue was treated with acetone/n-hexane to obtain 8.4 mg of 
the above identified compound as slightly yellow solid, 
Rf: 0.10 (chlorofornvmethanol = 20n) 
Mass spectrum (FAB) m/z 702(M*-I) 



EXAMPLE 60 



(2S,3R.4S)-4-{L-N«[(2S)-3-ethylsulfonyl-2-(3-tolylmethyl)propionyl]norleucyl}amino-5-cyclohexyhi- 
morpholino-2.3-pentanediol 



(1 ) (2R)-3-hydroxy-2-(3-tolylmethyl)propionic acid 

(a) 325 mg of (2S,3S)-4-benzyloxy-2,3-epoxy-1-butanoi tert-butyldimethylsilyl ether obtained in Example 
53, was subjected to Grignard reaction in the same manner as in Example 53 by using 3-tolylmethyl 
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magnesium bromide (0.8M diethyl eth r solution). Th product was purificated by silica gel column 
chromatography to obtain 210 mg of (2R.3R)-4-ben2yloxy-1-tert-butyldimetftyl silytoxy-3-(3-tolylmethyi>-2- 
butanol as cotortess oily substance. 

(b) Then. 328 mg of (2R.3R)-4-benzyloxy-1-tert-butyldimethylsilyloxy-3-0-tolylmethyl)-2-butanot was 
subjected to removal of the silyl group with 1.4 ml of tetra-n-butylammonium fluoride {1M THF solution). 
The product was converted to the aldehyde by using 168 mg of sodium metaperiodate. and the aldehyde 
was subjected to chromic acid oxidation (Jones' reagent) to obtain 177 mg of (2R>-3-benzyloxy-2-<3- 
trimethyOpropionic acid as colorless oily substance. 

(c) 157 mg of the compound obtained in step (b) was dissolved in ethand. and hydrogenated at a 
ordinary temperature under an atmospheric pressure in the presence of palladium balck to obtain 108 mg of 
the above identified compound as cotoriess oily substance. 



(2) L-N-[(2S)-3-ethylsulfonyl-2'(3-tolylmethyl)propionyl]norleucine 

(a) 89 mg of the compound obtained in step (1) was dissolved in dry OMF. and subjected to coupling 
reaction with 102 mg of L-norieucine tert-butyl ester by a OCC-HOBT method to obtain 144 mg of L-N-{- 
(2R)*3-hydroxy-2-(3-tolylmethyl)propionyl]norieucine tert-butyl ester as colorless oily substance. 

(b) 71 mg of the compound obtained in step (a) was subjected to tosylation in pyridine by using p- 
toluenesuifonyl chloride. Then, the product was subjected to substitution reaction with 
ethylmercaptan/sodium hydride to obtain 46 mg of L-N-[(2S)-3-ethyIthio-2-(3-tolylmethyl)propionyl]- 
norieucine tert-butyl ester as colorless oily substance. 

(c) The compound obtained in step (b) was sulfonated in methanol with aqueous hydrogen 
peroxide/Sodium tungstate to convert from the sulfide to the sulfone. and the sulfone compound was treated 
with TFA in dichloromethane to obtain 38 mg of the above identified compound as colorless oily substance. 



(3) (2S,3R,4SH*{L-N-[(2S)-3-ethylsulfonyl-2-(3-toiyimethyl)propionyl]norieucyl}amino-5-cyclohexyl-1- 
morpholino-2.3'pentanediol 

38 mg of the compound of step (2) was dissolved in 0.3 ml of dry OMF and subjected to coupling 
reaction with 46 mg of (2S,3R.4S);-4-amino-5-cyclohexyl-1-morpholino-2,3-pentanediol dihydrochlonde by a 
DPPA method. The product was purified by silica gel column chromatography (chloroform/methanol = 
100/1) to obtain 32 mg of the above identified compound as colorless solid. 
Rf: 0.50 (chloroform/methanol « 10/1) 
Mass spectrum m/z 652(M* + 1 ) 
NMR (300 MHz. CDCI3) 

5ppm: 0.79-1 .35(5H,m). 1.40-1.86(20H.m). 2.33(3H,s). 2.42-3.28(1 2H.m). 3.37-3.53(3H.m). 3.58-3.75(4H.m). 
4.19-4.31 (2H.m). 4.58(lH.br s). 8.03(1 Kd.J = 9H2), 6.14(1H.d.J = 6Hz). 6.97-7.1 0(3H.m). 7.1 7-7.23(1 H,m) 



EXAMPLE 61 



f2S.3R.4S)-4-{L-N-[(2S)'3-ethylsulfonyl-2-(2-tolylmethyl)propionyllnorleucyt}amino-5-cyclohe)(yt-i- 
mcrpholino-2.3*pentanediol 



fl) f2R)-3-hydroxy-2-(2-tolytmethyl)propionic acid 

(a) 351 mg of (2S.3S)-4-benzyloxy*2.3-epoxy-l-butanoi tert-butyldimethylstlyl ether obtained in Example 
53. was subjected to Qrignard reaction in the same manner as in Example 53 by using 2-tolylmethyl 
magnesium bromide (0.8M diethyl ether solution). The product was purificated by silica gel column 
chromatography to obtain 210 mg of (2R,3R)-4-ben2yloxy-i-tert-butyldimethylsilyloxy-3-(2-tolylmethyl)-2- 
butanol as coloriess oily substance. 

(b) Then. 266 mg of (2R,3R)-4-benzyloxy-i-tert-buty(dimethyisilyioxy-3-(2-tolylmethyl)-2-butanol was 
subjected to removal of the silyl group in the same manner as in -Example 60 with tetra-n-butyiammonium 
fluoride (1N THF solution). Th pr duct was converted to the aldehyde by using sodium methaperiodate. 
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and the aldehyde was subjected to chromic acid oxidation by Jones* reagent Then, the carboxylic acid 
thereby obtained was hydrogenated by paJladium baick cataiyst at a ordinaily temperature under an 
atmospheric pressure to obtain 88 mg of the above Identified compound as colortess oily substance. 



(2)- (2S.3R.4SH-{L-N-((2S)-3^ylsulfonyt-2-<2'tolylmethyl)propionyllnorieucyl}amino-5^ 
morpholino'2,3-pentanediol 

(a) The compound of step (1) was subjected to coupling reaction in the same manner as in Example 60 
with L*norteucine tert-butyt ester by a OCC-HOBT method. The product was subjected to tosylation with p- 
toluenesulfonyl chloride to obtain the tosyl compound. The tosyl compound was converted to the ethylsui- 
fide by ethylmercaptan/sodium hydride. The ethylsulfide was oxidized to the sulfone compound by using 
aqueous hydrogen peroxide/sodium tungstale. The sulfone compound was treated with THF in dich- 
loromethane to convert to L-N-I(2S)-3-ethylsulfonyl-2-(2-tolylmethyl)propionytlnorieucine. 

(b) 14,1 mg of the carboxylic acid obtained in step (a) was subjected to coupling reaction with 19.3 mg 
of (2S.3R,4S)-4-amino-5-cyclohexyh1*morpholino-2.3-pemanediol dihydrochloride by a DPPA method to 
obtain 6.8 mg of the above identified compound as coloriess solid. 

NMR (300 MHz. CDCb) 

5ppm: 0.75-1 .00(6H,m) 1.07-1. 95(1 9H.m). 2.32(3H.s) 2.38-3.1 2(1 1H.m). 3.32-3.72(8H.m), 4.16-4.27(2H.m). 
5.96(1 H.d.J s9H2). 6.08-6.15(1 H,m), 7.05-7.1 8(4H,m) 

The compounds of the present invention have strong renin-inhibiting activities against a renin-angioten- 
sin hypertensive system and thus expected to be useful as curing agents of hypertention due to the 
progress of the renin-angiotensin system. 



Claims 

1 . An N-acylamrno acid derivative of the formula: 

R^-S (O) r^CHp4- CH-CO-N-CH-CO-N-CH-CH-A ( I ) 

'4 Is I 

R^ R^ OH 



wherein each of R\ R^, R* and R^ which may be the same or different is a hydrogen atom, a substituted or 
unsubstituted lower atkyi group, a substituted or unsubstituted cycioalkyi group, a substituted or unsub- 
stituted cycloalkytatkyi group, a substituted or unsubstituted aryl group, a substituted or unsubstituted 
aralkyi group or a substituted or unsubstituted monocyclic or bicyclic heterocyclic group containing from 1 
to 4 hetero atoms selected from the group consisting of nitrogen, sulfur and oxygen atoms; 
each of R^ and R^ which may be the same or different is a hydrogen atom or a lower alkyi group; 
A is a -CH(0H)-(CH2 9— j,R^ wherein R^ is a hydrogen atom, a substituted or unsubstituted lower alkyI 
group, a substituted or unsubstituted cyctoalkyi group, a substituted or unsubstituted cytoalkylalkyl group, a 
substituted or unsubstituted aryl group, a substituted or unsubstituted aralkyi group, a substituted or 
unsubstituted monocyclic or bicyclic heterocyclic group containing from 1 to 4 hetero atoms selected from 
the group consisting of nitrogen, sulfur and oxygen atoms or a •E-R^*' group wherein E is a *S(0),- group 
wherein i is 0, 1 or 2, an oxygen atom, a -NR"- group wherein R" is a hydrogen atom, a substituted or 
unsubstituted lower alkyi group, a substituted or unsubstituted cycioalkyi group, a substituted or unsub- 
stituted cyctoaikyialkyi group, a substituted or unsubstituted aryl group or a substituted or unsubstituted 
araikyi group, or a 

>- 
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group wher in each of R'^ and R'^ which may be the same or different is a hydrog n atom, a substituted or 
unsubstituted lower alkyi group, a substituted or unsubstituted cydoalkyi group, a substituted or unsub- 
stituted cycioalkylalkyi group, a substituted or unsubstituted aryl group or a substituted or unsubstituted 
aralkyi group, and is a hydrogen atom, a substituted or unsubstituted lower aikyi group, a substituted or 

5 unsubstituted cycloaikyi group, a substituted or unsubstituted cycioalkylalkyi group, a substituted or 
unsubstituted aryl group, a substituted or unsubstituted araikyi group or a monocyclic or bicyclic 
heterocyclic group containing from i to 4 hetero atoms selected from the group consisting of nitrogen, 
sulfur and oxygen atoms, provided that when R*° is a hydrogen atom, i is 0. and q is an integer of from 0 to 
5: or a -CH2-CHR8-CO-R' group wherein R* is a hydrogen atom, a substituted or unsubstituted lower alky I 

to group, a substituted or unsubstituted cydoalkyi group, a substituted or unsubstituted cycioalkylalkyi group, 
a substituted or unsubstituted aryl group, a substituted or unsubstituted araikyi group or a substituted or 
unsubstituted monocyclic or bicyclic heterocyclic group containig from 1 to 4 hetero atoms selected from 
the group consisting of nitrogen, surfur and oxygen atoms, and R' is a hydroxyl group, a -OX group 
wherein X is a substituted or unsubstituted alkyI group, a substituted or unsubstituted aryl group, a lower 

75 alkoxycarbonyloxyalkyi group or a 1-phthalidyl group, or a -N(rMV2) group wherein each of and which 
may be the same or different is a hydrogen atom, a substituted or unsubstituted lower aikyl group, a 
substituted or unsubstituted aryl group, a substituted or unsubstituted araikyi group or a substituted or 
unsubstituted cydoalkyi group, or Y and form together with the adjacent nitrogen atom a 5- or 6- 
membered heterocyclic group which may contain a further hetero atom selected from the group consisting 

20 of nitrogen, oxygen and sulfur atoms: 
m is 0. 1 or 2; and 
n is an integer of from 1 to 5. 

provided that when R- is a hydrogen atom, m is 0: or a salt thereof. 

2. The N-acylamino add derivative or its salt . according to Claim 1. wherein A is a -CH(OH>- 

25 (CHa --^R' group wherein R' is a hydrogen atom, a substituted or unsubstituted lower alkyI group, a 
substituted or unsubstituted cydoalkyi group, a substituted or unsubstituted cycioalkylalkyi group, a 
substituted or unsubstituted aryl group, a substituted or unsubstituted araikyi group, a substituted or 
unsubstituted monocyclic or bicyclic heterocyclic group containing from 1 to 4 hetero atoms selected from 
the group consisting of nitrogen, sulfur and oxygen atoms or a -E-R'^ group wherein E is a -S(0)rgroup 

30 wherein i is 0, 1 or 2. an oxygen atom, a -NR'^-group wherein R" is a hydrogen atom, a substituted or 
iinsubstituted tower alkyI group, a substituted or unsubstituted cydoalkyi group, a substituted or unsub- 
stituted cycioalkylalkyi group, a substituted or unsubstituted aryl group or a substituted or unsubstituted 
araikyi group, or a 

>- 

I,, 



group wherein each of R'^ and R^^ which may be the same or different is a hydrogen atom, a substituted or 
unsubstituted lower alkyI group, a substituted or unsubstituted cydoalkyi group, a substituted or unsub- 
stituted cycioalkylalkyi group, a substituted or unsubstituted aryl group or a substituted or unsubstituted 

45 araikyi group, and R^^ is a hydrogen atom, a substituted or unsubstituted lower alkyi group, a suostttuted or 
unsubstituted cydoalkyi group, a substituted or unsubstituted cycioalkylalkyi group, a substituted or 
unsubstituted aryl group, a substituted or unsubstituted araikyi group or a monocyclic or bicyclic 
heterocyclic group containing from 1 to 4 hetero atoms selected from the group consisting of nitrogen, 
sulfur and oxygen atoms, provided that when R*° is a hydrogen atom, t is 0. and q is an integer of from 0 to 

50 5: m is 0. 1 or 2: and n is an integer of from l to 5: provided when RMs a hydrogen atom, m is 0. 

3. The N«acylamino add derivative or its salt according to Claim i. wherein A is a -CH2-CHR*-C0-R' 
group wherein R^ is a hydrogen atom, a substituted or unsubstituted lower alkyi group, a substituted or 
unsubstituted cydoalkyi group, a substituted or unsubstituted cycioalkylalkyi group, a substituted or 
unsubstituted aryl group, a substituted or unsubstituted araikyi group or a substituted or unsubstituted 

55 monocyclic or bicyclic heterocyclic group containing from 1 to 4 hetero atoms selected from th group 
consisting of nitrogen, sulfur and oxyg n at ms, and R^ is a hydroxyl group, a -OX group wher in X is a 
substituted or unsubstituted alkyi group, a substitijted or unsubstituted aryl group, a lower alkoxycar- 
bonyloxyalkyi group or a 1-phthalidyl group, or a -N(Y')(Y2) group wherein each of Y' and Y^ which may be 
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the same or different is a hydrogen atom, a sutwtituted or urtsubstituted lower alkyi group, a substituted or 
unsubstituted aryt group, a substituted or unsubstituted aralkyl group or a substituted or unsubstrtuted 
cycloaJicyl group, or and form together wrth the adjacent nitrogen atom a 5- or 6-m mber d 
heterocyclic group which may contain a further hetero atom selected from the group consisting of nitrogen, 
oxygen and sulfur atoms; m is 0. 1 or 2; and n is an integer of from 1 to 5; provided when fl' is a hydrogen 
atom, m is 0. 

4. The N*acylamino acid derivative or its salt according to Claim 1. wherein A is a group of the formula: 

-CH(OH)*CH-,-N 0 
{0)j 



5. The N-acylamino acid derivative or its satt acconjing to Claim 4, wherein each of R\ R and R* 
which may be the same or different is a substituted or unsubstituted lower alkyt group, a substituted or 
unsubstituted cycloalkyi group, a substituted or unsubstituted cycloalkylalkyi group, a substituted or 
unsubstituted aryi group, a substituted or unsubstituted araikyi group or a substituted or unsubstituted 
monocyclic or bicyclic heterocyclic group containing from 1 to 4 hetero atoms selected from the group 
consisting of nitrogen, oxygen and sulfur atoms; each of R^ and R« is a hydrogen atom; m is 0. i or 2: and 
n is 1. 

6. The N-acylamino acid derivative or its salt according to Claim 1. wherein R^ is a 

A is a -CH2-CHR«-CO-R3 group wherein R' is a hydrogen atom, a substituted or unsubstituted lower alkyI 
group, a substituted or unsubstituted cycloalkyi group, a substituted or unsubstituted cycloalkylalkyi gr up. 
a substituted or unsubstituted aryl group, a substituted or unsubstituted aralkyl group or a substituted or 
unsubstituted monocyclic or bicyclic heterocyclic group containing from 1 to 4 hetero atoms selected from 
the group consisting of nitrogen, sulfur and oxygen atoms, and R» is a hydroxyl group, a -OX group wh rein 
X is a substituted or unsubstituted alkyl group, a substituted or unsubstituted aryl group, a lower 
alkoxycarbonyloxyalkyi group or a 1-phthalidyl group, or a -N(Y')(Y2) group wherein each of and which 
may be the same or different is a hydrogen atom, a substituted or unsubstituted lower alkyl group, a 
substituted or unsubstituted aryl group, a substituted or unsubstituted aralkyl group or a substituted or 
unsubstituted cycloalkyi group, or r and form togetiier with the adjacent nitrogen atom a 5- or 6- 
membered heterocyclic group which may contain a further hetero atom selected from the group consisting 
of nitrogen, oxygen and sulfur atoms; m is 0. 1 or 2; and n is an integer of from 1 to 5; provided when R' Is 
a hydrogen atom, m is 0. 

7. The N-acylamino acid derivative or its salt according to Claim i . which is 
(2S,3R.4SH*{L-N-{(2S)-3-ethylsulfonyl-2-<1-naphthylmethyl)propionyl]seryl}amino*5-cyclohexyt-1- 

morpholino-2.3-pentanedioi. 

(2S.3R,4S)-4-{L-N-[{2S)-3-ethylsulfony l-2-(l • naphthylmethy Opropiony l]methiony l}amino-5-cyclohexy I- 1 - 
morphoiino-2.3-pentanediol, 

(2S.3R,4S)-4-{L-N-[(2S)-3-isopropylsulfonyi-2-(8-quinolylmethyl)propionyllleucyl}amino-5-cyclohexyl-1- 
morpholino-2.3-pentanediol. 

(2S.3R.4SH-{L-N**.{(2S)-3-isopropylsulfinyl-2-(l-naphthylmethyl)propionyl]histidyl}amino-5-cyclohexyl-1- 
morphotino-2,3-pentanediol. 

{2S.3R,4SH-{L-N-((2S or R)-3-(2-hydroxyethyl)sulfonyl-2-<l-naphthylmethyl)propionyllnorleucyl}amino-5- 
cyclohexyl-l-morpholino-2,3*pentanediol. 

{2S,3R,4S)-4-{U-N-[(2S)*2*ben2yl-3-ethylsulfonylpropionyl]norieucyl}amino-5-cyclohexyl-1-morphoiino-2.3- 
pentanediol. 

(2S.3R.4SM-{U-N-[(2S)-3-tert-butylsulfonyl-2-(1-naphthylmethyl)propionyllnorleucyt}amino-5-cyclohexyl-l- 
morpholino*2.3-pentanediol. 

^2S.3R.4S)-4-[L-N-(2S)-3KI(2S)-N-benzyloxycarbonyl-2wn^Winyllmethyl]sulfonyl-2-(Vna^ 
propiony I Jnorleucy I lamino-S<y clohexy I- 1 -morphonno-2.3-pentanediol , 
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(2S.3R.4SH.{L-N-[(2S or R)-3-(2-hydroxyethyl)sulfonyt-2-(l •napmhyimamy l)propionyl Jnorieucy l}amino 
cyclohexyH -morphoIino-2.3-pentanediol. 

(2S.3R.4S)-4^L-N-[{2Sh3-ethylsulfinyl-2M-naphthylmethyl)propionyllnorlmKyl}^ 

morpholino-2,3-pentanediol, 
5 N-[{2S.3R,4SM-{L-N-((2R)-3-ethylsulfonyl-2^1<iaphthylmethyl)propionyl]nofleucyl}amino^ 

dihydroxypentyljmorpholine N-oxide. 

(2S.3R.4S>-4-{L-N-{(2S or R)-3-cyclopentan©sulfonyl-2-ben2ylpropionyl]norteucyl}amino-5-cyclohexyl-1- 
morphoiino-2,3-pentanediol. 

N-{(2S,3R,4S)-4-{L-N-[(2R)-3<yclopentariesulforiyl-2H5en2ylpropionyl]norleucyl}amino-5-cycto 

10 dihydroxypentyllmorpholine N-oxide. 

(2RS,4S.5S)-5-{L-N-[(2S)-3-ethylsutfonyl-2-<4-quinolyhTiethyl)propiony!]norleucyl}afnino-2-ethyl-^ 

methyioctanoic acid isobutylamide, 

(2RS,4S.5Sh5-{L-N"[(2S)-3-ethylsulfonyl-2^8-quinolylmethyl)propioriyl]norleucyl}amm(>-2-6t^ 
methyioctanoic acid isobutylamide, 
75 (2S.3a4S)-4-{L-N-[(2Sh2-benzyi-3-furfurylsulfonylpropionyl]norleucyl}amin 

pentanediol. 

(2S.3R,4S)-4^L-N-[(2S)-2-(1-naphthylrnethyl)-3-pyrimidin-2-yl)thiopropionyl]norleucyl}amino-5< 
morpho(ino-2,3-pentanediol, 

(2S.3R.4S)-4-{L-N^(2Sh2-^1-naphthylrnethyl)-3-{pyrimidin-2-yl)sulfonylpropionyl]norleucyl}am 

20 cyclohexyi-1 -morpholino-2,3-pentanedio!. 

(2S.3R,4S)-4-{L-N-((2S)-2-(1-naphthylmethyi)-3-{pyrimidin-2-yl)sulfinylpropionyl)norleucyi}OT 
cyclohexyl-1 -morphoiino-2.3 pentanedioL 

(2S,3R,4S)-4-{L-N-[(2S)-2-<1-naphthylrnethyl)-3K(2S)-2-pyrrolidinylmethyl]sulfo^^ 
5-cyclohexyl-l -morpholino-2,3-pentanediol dihydrochloride. 
25 (2S.3R.4S)-4-{L-N-((2S)-2-ben2yl-3-(pyrimldln-2-yl) sulfonytpropionyl]norleucyl}amino-5-cyciohexyl-i- 
morpholino-2.3-pentanedioL 

(2S.3R,4S)-4-{L-0-acetyl-N-[(2S)-3-ethylsulfonyl-2-(1-naphthylrnethyl)propionyl]homoseryl}amino-5- 
cyclohexyl-1 •morpholino-2,3-pentanediol. 

f2S.3R.4SH-{L-N-[(2S>-3-ethyIsulfonyl-2-(l-naphthylmethyl)propioriyl]hofnoseryl}amino-5<ycloh^ 
30 pentanediol. 

f2S.3R.4S)-4-{L-N-((2S)-3-furfurylsulfonyi-2-(1-naphthylmethyl)propiOfiyl]norleucyl^ 
morpholtno-2.3-pentanediol, 

{2RS.4S.5S)-5-{L-N-((2R or S)-3-ethyisulforiyl-2-{1-naphthylmethyl)propionyl]norteucyl}amino-2-ethyl-4- 
hydroxy-7-methyloctanoic acid isobutylamide. 
35 (2RS.4S.5S)-5-{L-N-[(2R or S)-3-(pyrimidin-2-yl)sulfonyl-2-( 1 -naphthy Imethy l)propionyl]norleucy t}amino-2- 
ethyl-4-hydroxy*7*methytoctanoic acid isobutylamide, 

(2RS,4S.5S)-5-{L-N-[(2R or S>-3-ethylsutfonyl-2-(2,3-ethylenedloxyben2yi)propionyl]-5- 

hydroxynorvalyl}amino-2-ethyl-4-hydroxy-7-methyloctanoic acid isobutylamide. 

{2S.4S,5S)-5-{L-N-[(2R or S)-3-{1 -methyltetrazol-S-yOsulfony l-2-( 1 -naphthylmethyOpropionylh 

40 norleucyl}amino-2- ethyl-4-hydroxy-7-methytoctanoic acid isobutylamide. 

f2RS.4S.5S)-5-{L-N-((2S)-3*(1.3.4-thiadia20l-2-yl)thio-2-(i-naphthylmethyl)propionyl]n 
4-hydroxy-7-methyloctanoic acid isobutylamide, 

(2RS.4S,5S)-5-{L-hK(2Sh3-(pyrimidin-2-yl)thio-2-(1-naphthylmethyl)propionyl]norleucyl}amino-^ 
hydroxy-7-methyloctanoic acid isobutylamide, 
45 (2RS,4S.5S)-5-{L-N^(2S)-3Kpyrimidin-2-yl)sulfinyl-2-(1-naphthylmethyl)propionyl]norleucyl}amino 
hydroxy 7-methyloctanoic acid isobutylamide. 

(2R or S.4S.5S)-5-{L-N-[(2R or S)-3-ethylsulfonyl-2-(l-naphthylmethyl)propionyl]nofleucyl}amino-2-ethyl-4- 
hydroxy-7-methyloctanoic acid 2-morpholinoethylamide. 

(2RS«3RS.4S>-4-{L-N-{3-ethy Isulfony l-2-<i -naphthylmethyl)propionyl]norleucy l}amino-5-cyclonexyl- 1 - 
50 morphotino-2.3*pentanediol, 

f2S,3R.4S)-4•{L-^K(2S)•3^thylsulfo^yl-2-(1•naphthylmethyl)propionyl]norleucyl}amino-5-cycto^ 
piperidino-2.3-pentanediol, 

(2S.3R,4S)-4-{L-^H(2Sh3^thylsultonyl-2•(1•naphthyimethyl)propionyl]no^leucyi}amin^ 
methylpiperidino>-2,3-pentanediol. 
55 (2S,3R,4S)-4-{L-N-[(2Sh3-ethylsuifonyl-2-(1-naphthylmethyl)propionyl]norteucyl}amino-^ 
morphollno*2.3-heptanediol. 

(2S,3R,4S)-4.{L-N-[(2S>-3-ethylsulfonyl-2-(1-naphthyimethyl)propiohyl]norlaucyl}amino-5-cyclohexyl- i-(2- 
methoxyethylamtn )*2.3-p ntanediol. 
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(2RS.3R or S.4SH.{L-N-[(2S>-3-ethy lsutfonyl-2-<1 .naphthylniettiyl)propionyllnorieucyl}amino-5-cyclohexyl- 

l-methy!thio-2.3-pentane<Jioi. . ^ . u . i 

(2S,3R.4SH-{L.N^(2S)-3^thylsutfonyl-2-(1-naphmylmethyl)propionyl]norleucyl}amin^^ 

hydroxyethylaminoh2,3-pentanediol. , . ^ > ^ i ^ 

(2S.3a4SH.{L-N-[(2S)-3-e%lsulfonyl-2-(l-naphthyimethyl)propionyl]norieucyl}am 

di6thylamino-2,3-pentanediol, . ^ • » . 

(2RS.3RS,4SH-{L-^H(2S)-3-ethylsulfo^yl-2-<1-naphthylmethyl)propionyl]nori^ 

[ettiyl{2-hydroxyethyl)aminoh2.3-pentanediol. • e 

<2RS.3RS,4S)-4-{L-l^(2S>-3-«%Isulfonyi-2^1-naph%lmethyi)propionyl]^^^ 

methyl-Z3-heptanediol, ^ . 

(2RS,3RS.4S)-4.{L-N-((2S)-3-ethylsulfonyl-2-<1wwphmy!memyl)pfopionyl]nor1eucyl^ 

thiomorphoIino-Z3-h©ptanediol, . = .^k* , . 

(2S.3a4SH-[L-N-((2R or S)-2-^thylsuHonylmethyM-memylpentanoy»)norieocyl]ammo-5H:ycioh^^^ 

morpholino-2,3-pentan8diol, „ . ^ . u . 

{2S.3R.4S)-4.{L-N-t(2R or S)-5-ethylthio-2-<1-naphthylmethyl> pentanoyilnorleucyl}amino-5-cyclohexyl-1- 

morpholin(>-2,3-pentanediol, 

(2S.3R.4S)-4-{L-N-[{2R or S)^thytsuifonyh2K1-naphthylmethyl)pentanoyllnorleucyl}amino-5-cyclohexy^ 
morpholino-2,3-pentanedioi, 

(2S.3R.4SH.{L-N-((2S)-3-ethylsulfonyl-2-(8<|uiriolylmethyl)propionyl]riorteucyl}^ 
nnorpholino-2,3-pentanediol. 

(2S.3R.4S)^{L-N«-C(2Sh3-emylsulfonyI-2'K1-naphthylmethyl)propionyt]histidyl}amino- 
morpholino-2,3-pentanediol. 

(2RS.4S.5S)-5-{L-N-((2R or S)-5-ethylthio-2-{l -naphthy lmethyl)pentanoytlnorleucyl}amino-2-ethy l-4.hydroxy- 

7-methyloctanoic acid isobutylamide, ^ , ^ 

(2RS,4S,5Sh5-{L-N-[(2R or S).5-athylsulfonyl-2-(1-naphthylmethyl)pentanoyllnorieucyl}arnino-2 ethyl-4. 

hydroxy-7-methyloctanoic acid isobutylamide. 

(2RS,4S.5S)-5-{U-N*"-[(2RS)-3^thyisulfonyl-2-<1-napMhyli7iethyl)propionyll-N""- ^ 
tripheny!methylhistidyl}arnino-2-ethyl-4-hydroxy-7-methyloctanoic acid isobutylamide. (2RS.4S.5S)-5-{L-N - 
((2S).3-ethylsulfony |.2-(1 .naphthylmethyl)propionyIlhistidyl}amino-2-ethyl-4-hydroxy-7-methyloctanoic ^ acid 

Isobutylamide, ^ ^ , ^ ^ ^ t 

(2RS,4S,5S)-5-{L-N*»-t2(S)-3-ethylsulfonyl-2-(8K5uinolylmemyl)propiOTiyl]histidyl}ammo-2-ethyl^ 

methyloctanoic acid isobutylamide, 

(2S.3R.4S)-4-{L-N-{(2S)-3-ethytsulfonyl-2-t(5 6.7.8-tetrahydro-1-naphthyl)methyl]propionyl]norleucyi}amino- 
5-cyclohexy I- 1 -morphoiino-2,3-pentanedioi. 

N-{(2S 3R 4SH^L-N-[(2S)-3-ethylsulfonyl-2-(1 -naphthylmethyl)propionyllnorleucyllamino-5-cyctohexyl- 2.3- 
dihydroxypentyllpiperidine N-oxide. N-K2S.3R.4SHHL-N-[(2S)-3-ethylsulfony|.2-(i-naphtnylmethyl)- 
propionyl]norteucyl]amino-5-cyclohexyl-2,3-dihydroxypentylI-N-methyl morpholinonium iodide, 
(2S 3R,4S)-4-{L-NH(2S)-3-ethylsulfofiyl-2-(3-tolytmethyl)propionytlnorleucyl}amino-5<ycloh^ 
moiphotino-2.3-pentanediol or (2S,3R.4S)-4-{L-N-{(2S>-3^thylsulfonyl-2-(2-toiylmethyl)propi nylh 
norleucyl}amino-5-cyclohexyl-1 -morpholino-2.3-pentanediol. 
8. A compound of the formula: 



r2 

in ^ n 



(A) 



wherein each of R^ and R^ which may be the same or different is a hydrogen atom, a substituted or 
unsubstituted lower aikyi group, a substituted or unsubstituted cycloalkyi group, a substituted or unsub- 
stituted cycloalkylalkyi group, a substituted or unsubstituted aryl group, a substituted or unsubstituted 
aralkyi group or a substituted or unsubstituted monocyclic or bicyclic heterocyclic group containing from i 
to 4 hetero atoms selected from the group consisting of nitrogen, sulfur and oxygen atoms: R** is a 
carboxyi group, a reactive derivative of a carboxyl group or a protected carboxyi group; m is 0. i or 2: and 
n is an integer of from 1 to 5; provided that when R^ is a hydrogen atom, m is 0. 
9. A compound of the formula: 
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N-CH 



CH— CHHCH-,-hLR 



(B) 




wherein is a hydrogen atom or a lower aikyi group; R* is a hydrogen atom, a substituted or 
unsubstituted tower alkyf group, a substituted or unsubstituted cycloalkyi group* a substituted or unsub- 
stituted cycloaJkylaikyi group, a substituted or unsubstituted aryl group, a substituted or unsubstituted 
araikyi group or a substituted or unsubstituted monocyclic or bicyclic heterocyclic group containing from i 
to 4 hetero atoms selected from the group consisting of nitrogen, sulfur and oxygen atoms: R' is a 
hydrogen atom, a substituted or unsubstituted lower alkyi group, a substituted or unsubstituted cycloalkyt 
group, a substituted or unsubstituted cyctoalkyialkyi group, a substituted or unsubstituted aryl group, a 
substituted or unsubstituted araikyi group, a substitijted or unsubstituted monocyclic or bicyclic heterocyclic 
group containing from 1 to 4 hetero atoms selected from the group consisting of niti-ogen. sulfur and 
oxygen atoms or a -E-R'° group, wherein E is a -S(0)i-group wherein i is 0, 1 or 2. an oxygen atom, a 
-NR"-group wherein R^^ is a hydrogen atom, a substituted or unsubstituted lower alkyl group, a substituted 
or unsubstituted cycloalkyi group, a substituted or unsubstituted cyctoalkyialkyi group, a substituted or 
unsubstitijted aryl group or a substituted or unsubstituted araikyi group, or 



wherein each of R^^ gp^j r'3 which may be tiie same or different is a hydrogen atom, a substituted or 
unsubstituted lower alkyl group, a substituted or unsubstituted cycloalkyi group, a substituted or unsub- 
stituted cyctoalkyialkyi group, a substituted or unsubstituted aryl group or a substituted or unsubstituted 
araikyi group, and R^° is a hydrogen atom, a substituted or unsubstituted lower alkyl group, a substituted or 
unsubstituted cycloalkyi group, a substituted or unsubstitijted cyctoalkyialkyi group, a substituted or 
unsubstituted aryt group, a substituted or unsubstituted araikyi group or a monocyclic or bicyclic 
heterocyclic group containing from 1 to 4 hetero atoms selected from the group consisting of nitrogen, 
sulfur and oxygen atoms, provided that when R'° is a hydrogen atom, i is 0; R'* is a hydrogen atom or a 
protecting group for an amino group, each of R^* and R" which may be the same or different is a 
hydrogen atom or a protecting group for a hydroxyl group; and q is an integer of from 0 to 5. 

10. A process for producing an l^acylamino acid derivative of the formula I as defined in Claim 1 or its 
salt, which comprises condensing an N*acylamtno acid of the formula: 



wherein R*. R^. R^, R*. m and n are as defined in Claim i, or a reactive derivative at the carboxyl group 
thereof with an amine of the formula: 







(ID 




HN-CH-CH-A 



(III) 
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wherein RS. R« and A ar as defined in Claim 1. or condensing a carboxylic acid of the formula: 

5 R-^-S (0)-4CH-+-CH-C00H ( IV) 

wherein R\ R2. m and n are as defined in Claim 1, or a reactive derivative at the carboxyl group thereof 
with an amino acid amide of the formula: 

R"^ R^ 

I I 

HN-CH-CO-N-CH-CH-A (V) 
IS R^ OH 

wherein R3. R*. R^.-R* and A are as defined in Claim 1. 

11. A hypotensive drug comprising an effective amount of an N-acylamino acid derivative of the formula 
I as defined in Claim l or its pharmaceutical ly acceptable salt and a pharmaceutically acceptable carrier. 
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